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Pro Gly Thr Cys Oly Olu lie Cys Ala Tyr Ala Ala Cys Thr 61y Cys 
Biiman Guanylin (SEQ ID MOs ) 

— Gly Thr Cys Gly Glu He Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Thr Cys Gly Glu He Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Gly Glu He Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

... Cys Glu lie Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

... Cys Gly He Cys Ala Tyr Ma Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Gly Glu Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Gly Glu He Cys Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Gly Glu He Cys Ala Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Gly Glu He Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

- Cys Gly Glu He Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Gly Glu He Cys Ala Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

Cys Gly Glu He Cys Ala Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Thr Cys --- Glu He Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Thr Cys --- He Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Thr Cys Glu Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 
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Thr Cys Gly Glu He Cys Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Thr Cys Gly Glu He Cys Ala Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Thr Cys Gly Glu He Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 
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Cys 


Thr 


Gly 


Cys 


(SEQ ID NO: 


- Gly 


Thr 


Cys Gly Glu He 


Cys 


Ala Tyr 




Cys 





Gly 


Cys 


(SEQ ID NO: 


- Gly 


Thr 


Cys Gly Glu He 


Cys Ala Tyr 




Cys 


Thr 





Cys 


(SEQ ID NO: 


- Gly 


Thr 


Cys Gly Glu He 


Cys 


Ala Tyr 


Ala 


Cys 


— 


Gly 


Cys 


(SEQ ID NO: 


- Gly 


Thr 


Cys Gly Glu He 


Cys Ala Tyr 


Ala 


Cys 






Cys 


(SEQ ID NO: 


- Gly 


Thr 


Cys Gly Glu He 


Cys Ala Tyr 


Ala 


Cys 


Thr 




Cys 


(SEQ ID NO: 


- Gly 


Thr 


Cys Gly Glu He 


Cys Ala Tyr Ala 




Cys 


Thr 


Gly 


Cys 


(SEQ ID NO: 


- Gly 


Thr 


Cys Gly Glu He 


Cys Ala Tyr Ala 




Cys 




Gly 


Cys 


(SEQ ID NO: 


- Gly 


Thr 


Cys Gly Glu He 


Cys Ala Tyr Ala 




Cys 






Cys 


(SEQ ID NO: 


- Gly 


Thr 


Cys Gly Glu He 


Cys Ala Tyr Ala 




Cys 


Thr 




Cys 


(SEQ ID NO: 


- Gly 


Thr 


Cys Gly Glu He 


Cys 


Ala Tyr Ala 


Ala 


Cys 




Gly 


Cys 


(SEQ ID NO: 


- Gly 


Thr 


Cys Gly Glu He 


Cys Ala Tyr Ala Ala 


Cys 






Cys 


(SEQ ID NO: 


- Gly 


Thr 


Cys Gly Glu He 


Cys Ala Tyr Ala 


Ala 


Cys 


Thr 




Cys 


(SEQ ID NO: 
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Pro 




Thr 


Cys 


Gly Glu 


lie Cys 


Ala Tyr 


Ala Ala Cys ..Thr. .Gly. Cys 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 


He 


Cys 


Ala Tyr 


Ala Ala Cys Thr Gly 


Cys 


(SEQ ID NO 


Pro 






Cys 


Glu 


He 


Cys 


Ala Tyr 


Ala Ala Cys Thr Gly 


Cys 


(SEQ ID NO 


Pro 






Cvs 




He Cys 


Ala Tyr 


Ala Ala Cys Thr Gly 


Cys 


(SEQ ID NO 


Pro 






Cvs 


Glu 




Cys 


Ala Tyr 


Ala Ala Cys Thr Gly 


Cys 


(SEQ ID NO 


Pro 






Cvs 


Glu 


He 


Cys 


Tyr 


Ala Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Glu 


He Cys 


Ala 


Ala Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 

J 


Glu 


He 


Cys 


Ala Tyr 


— Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Glu 


He 


Cys 


Ala Tyr 


Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Glu 


He Cys 


Ala Tyr 


Ala Ala Cys - - - Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Glu 


He 


Cys 


Ala Tyr 


Ala Ala Cys Thr ' 


Cys 


(SEQ ID NO 


Pro 






Cvs 


Gly 


He 


Cys 


Ala Tyr 


Ala Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Gly 




Cys 


Ala Tyr 


Ala Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Gly — 


He 


Cys 


Tyr 


Ala Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Gly 


He 


Cys 


Ala — 


Ala Ala Cys Thr Gly 


Cys 


(SEQ ID NO 


Pro 






Cys 


Gly 


He 


Cys 


Ala Tyr 


- — Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Glv 


He 


Cys 


Ala Tyr 


Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 

>» J- ■J 


Gly 


He 


Cys 


Ala Tyr 


Ala Ala Cys Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Glv 


He , Cys 


Ala Tyr 


Ala Ala Cys Thr - - - 


Cys 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 




Cys 


Ala Tyr 


Ala Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 




Cys 


Tyr 


Ala Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 




Cys 


TQa 


Ala Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 




Cys 


Ala Tyr 


Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 




Cys 


Ala Tyr 


Ala — Cys Thr Gly 


Cys 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 




Cys 


Ala Tyr 


Ala Ala Cys - - - Gly 


Cys 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 




Cys 


Ala Tyr 


Ala Ala Cys Thr 


Cys 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 


He 


Cys 


Tvr 


Ala Ala Cys Thr Gly 


Cys 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 




Ala Ala Cys Thr Gly 


Cvs 

WJ 0 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 


He 


Cys 


Tvr 


— Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 


He 


Cys 


Tyr 


— - Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 


He 


Cys 


Tyr 


Ala Ala Cys --- Gly 


Cvs 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Tyr 


Ala Ala Cys Thr 


Cys 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Ala 


Ala Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Ala — 


Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Ala 


Ala Cys Thr Gly 


Cvs 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 


He 


Cys 


Ala 


Ala Ala Cys --- Gly 


Cys 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 


He 


Cys 


Ala 


Ala Ala f*vs TIit* - — — 


Cys 


(SEQ ID NO 


Pro 






Cvs 


Gly Glu 


He 


Cys 


Ala Tyr 


Ala Cys Thr Gly 


Cys 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Ala Tyr 


Cys Thr Gly 


Cys 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Ala Tyr 


Ala Cys Gly 


Cys 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Ala Tyr 


— Ala Cys Thr 


Cys 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Ala Tyr 


Ala — Cys Thr Gly 


Cys 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Ala Tyr 


Ala Cys Gly 


Cys 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Ala Tyr 


Ala Cys Thr 


Cys 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Ala Tyr 


Ala Ala Cys Gly 


Cys 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Ala Tyr 


Ala Ala Cys 


Cys 


(SEQ ID NO 


Pro 






Cys 


Gly Glu 


He 


Cys 


Ala Tyr 


Ala Ala Cys Thr 


Cys 


(SEQ ID NO 
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Pro 






Thr 


Cys 






Glu lie Cys Ala Tyr 


Ala Ala Cys 


Thr . Gly uCys 


(SEQ ID NO 


Pro 






Thr 


Cys 








lie Cys Ala Tyr 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 










Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 


_ _ 




Thr 


Cys 








lie Cys — Tyr 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 








lie Cys Ala 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 








lie Cys Ala Tyr 


— Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 








lie Cys Ala Tyr 


Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 








lie Cys Ala Tyr 


Ala Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 








lie Cys Ala Tyr 


Ala Ala Cys 


Thr Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


Cys Ala Tyr 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


Cys Tyr 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


Cys Ala 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


Cys Ala Tyr 


Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


Cys Ala Tyr 


Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


Cys Ala Tyr 


Ala Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


Cys Ala Tyr 


Ala Ala Cys 


Thr Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Tyr 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 




. mm 


Thr 


Cys 






Glu 


He Cys — Tyr 


— Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Tyr 


Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Tyr 


Ala Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys — Tyr 


Ala Ala Cys 


Thr Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala — 


— Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala — 


Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala 


Ala Ala Cys 


— Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala 


Ala Ala Cys 


Thr Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala Tyr 


— Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala Tyr 


Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala Tyr 


Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala Tyr 


Ala Cys 


Thr Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala Tyr 


Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala Tyr 


Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala Tyr 


Ala Cys 


Thr Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala Tyr 


Ala Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala Tyr 


Ala Ala Cys 


Cys 


(SEQ ID NO 


Pro 






Thr 


Cys 






Glu 


He Cys Ala Tyr 


Ala Ala Cys 


Thr Cys 


(SEQ ID NO 


Pro 






Thr 


Cys Gly 




He Cys Ala Tyr 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys Gly 




Cys Ala Tyr 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys Gly 




— Cys — Tyr 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys Gly 




Cys Ala 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys Gly 




Cys Ala Tyr 


Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys Gly 




— Cys Ala Tyr 


Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys Gly 




Cys Ala Tyr 


Ala Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys Gly 




— Cys Ala Tyr 


Ala Ala Cys 


Thr Cys 


(SEQ ID NO 


Pro 






Thr 


Cys Gly 




He Cys Tyr 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 


Pro 






Thr 


Cys Gly 




He Cys 


Ala Ala Cys 


Thr Gly Cys 


(SEQ ID NO 
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Pro 






Thr 


Cys Gly 


Pro 




- 


Thr 


Cys Gly 


Pro 




_ 


Thr 


Cys Gly 


Pro 




_ 


Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 


_ _ 


_ 


Thr 


Cys Gly 


Pro 


. m 




Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 


_ _ 


_ 


Thr 


Cys Gly 


Pro 




. _ 


Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 


_ _ 




Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 


_ , 




Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 




» - 


Thr 


Cys Gly 


Pro 




_ _ 


Thr 


Cys Gly 


Pro 




_ _ 


Thr 


Cys Gly 


Pro 




_ _ 


Thr 


Cys Gly 


Pro 


_ 


_ _ 


Thr 


Cys Gly 


Pro 




_ ^ 


Thr 


Cys Gly 


Pro 


_ 


_ _ 


Thr 


Cys Gly 


Pro 




_ _ 


Thr 


Cys Gly 


Pro 




_ ^ 


Thr 


Cys Gly 


Pro 




_ _ 


Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 


_ 




Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 


Pro 






Thr 


Cys Gly 



lie Cys Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

lie Cys Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

lie Cys Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

— He Cys Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

lie Cys Ala Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

... He Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

He Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

He Cys Ala Ala Ala Cys Gly Cys (SEQ ID NO: 

He Cys Ala Ala Ala Cys Thr Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

He Cys Ala Tyr Cys Thr Gly Cys (SEQ ID NO: 

He Cys Ala Tyr --- Ala Cys Gly Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Cys Thr Cys (SEQ ID NO: 

--- He Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Cys Gly Cys (SEQ ID NO: 

He Cys Ala Tyr Ala ---- Cys Thr --- Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Ala Cys --- Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Ala Cys Thr ---Cys (SEQ ID NO: 

Glu Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Giu Cys --- Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Glu Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Glu Cys --- Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Glu Cys Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Glu Cys Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

Glu Cys Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Glu Cys Ala Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Glu Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Glu Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Glu Cys Ala Ala Ala Cys Gly Cys (SEQ ID NO: 

Glu Cys Ala Ala Ala Cys Thr Cys (SEQ ID NO: 

Glu Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Glu Cys Ala Tyr Cys Thr Gly Cys (SEQ ID NO: 

Glu --- Cys Ala Tyr Ala Cys Gly Cys (SEQ ID NO: 

Glu Cys Ala Tyr Ala Cys Thr Cys (SEQ ID NO: 

Glu Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Glu --- Cys Ala Tyr Ala Cys Gly Cys (SEQ ID NO: 

Glu --- Cys Ala Tyr Ala --- Cys Thr Cys (SEQ ID NO: 

Glu Cys Ala Tyr- Ala Ala Cys Gly Cys (SEQ ID NO: 

Glu Cys Ala Tyr Ala Ala Cys Cys (SEQ ID NO: 

Glu --- Cys Ala Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Glu He Cys Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Glu He Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Glu He Cys -- Ala Cys Thr Gly Cys (SEQ ID NO: 

Glu He Cys Ala --- Cys Thr Gly Cys (SEQ ID NO: 

Glu He Cys Ala Ala Cys Gly Cys (SEQ ID NO: 

Glu He Cys Ala Ala Cys Thr ---Cys (SEQ ID NO: 
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Pro 




Thr 


Cvs 


Glv 


Glu 


lie 


Cvs 




Tyr 


Ala Cys Thr Gly Cys 


(SEQ ID NO 


Pro - - 




Thr 


Cvs 


Glv 


Glu 


He 


Cvs 




Tyr 


Cys Thr Gly Cys 


(SEQ ID NO 


Pro - - 




Thr 


Cys 


Glv 


Glu 


He 


Cvs 




Tyr 


Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro •* - 




Thr 


Cvs 


Glv 


Glu 


He 


Cvs 




Tyr — 


Ala Cys Thr 


— Cys 


(SEQ ID NO 


Pro - - 




Thr 


Cvs 


Glv 


Glu 


He 


Cvs 




Tyr Ala 


Cys Thr Gly Cys 


(SEQ ID NO 


Pro - - 




Thr 


Cvs 


Glv 


Glu 


He 


Cys 




Tyr Ala 


Cys 


Gly Cys 


(SEQ ID NO 


Pro - - 




Thr 


Cvs 


Glv 


Glu 


He 


Cvs 




Tyr Ala 


Cys Thr 


Cys 


(SEQ ID NO 


Pro 




Thr 


Cvs 


Glv 


Glu 


He 


Cvs 




Tyr Ala Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro - - 




Thr 


Cys 


Glv 


Glu 


He 


Cys 




Tyr Ala Ala Cys 


Cys 


(SEQ ID NO 


Pro - ■ 




Thr 


Cvs 


Glv 


Glu 


He 


Cvs 




Tyr Ala Ala Cys Thr 


Cys 


(SEQ ID NO 


Pro -■ 




Thr 


Cvs 


Glv 


Glu 


He 


Cys 


Ala 


Ala Ala Cys Thr Gly Cys 


(SEQ ID NO 


Pro - ■ 




Thr 


Cys 


Glv 


Glu 


He 


Cys 


Ala 




Ala Cys Thr Gly Cys 


(SEQ ID NO 


Pro -■ 




Thr 


Cvs 


Glv 


Glu 


He 


Cvs 


Ala 






(SEQ ID NO 


Pro 




Thr 


Cvs 


Glv 


Glu 


He 


Cys 


Ala 




Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro - • 




Thr 


Cvs 


Glv 


Glu 


He 


Cvs 


Ala 




Ala Cys Thr 


Cys 


(SEQ ID NO 


Pro -■ 




Thr 


Cvs 


Gly 


Glu 


He 


Cvs 


Ala 


Ala 


Cys Thr Gly Cys 


(SEQ ID NO 


Pro - ■ 




Thr 


Cys 


Glv 


Glu 


He 


Cys 


Ala 


Ala 


Cys 


Gly Cys 


(SEQ ID NO 


Pro - ■ 




Thr 


Cys 


Glv 


Glu 


He 


Cys 


Ala 


— Ala 


Cys Thr 


Cys 


(SEQ ID NO 


Pro -- 




Thr 


Cys 


Glv 


Glu 


He 


Cys 


Ala 


Ala 


Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro ~ ■ 




Thr 


Cva 


Glv 


Glu 


He 


Cvs 


Ala 


Ala 


Ala Cys 


Cys 


(SEQ ID NO 


Pro - • 




Thr 


Cys 


Glv 


Glu 


He 


Cvs 


Ala 


Ala 


Ala Cys Thr 


Cys 


(SEQ ID NO 


Pro " " 




Thr 


Cvs 


Glv 


Glu 


He 


Cys 


Ala 


Tvr - 


Ala Cys Thr Gly Cys 


(SEQ ID NO 


Pro ~ ■ 




Thr 


Cys 


Glv 


Glu 


He 


Cvs 

\^yo 


Ala 


TVT* 


Cys Thr Gly Cys 


(SEQ ID NO 


Pro ~ * 




Thr 


Cva 


Glv 


Glu 


He 


Cys 


Ala 




Cys 


Gly Cys 


(SEQ ID NO 


Pro ~ ' 




Thr 


Cvs 


Glv 


Glu 


He 


Cys 


Ala 




— Cys Thr 


Cys 


(SEQ ID NO 


Pro - ■ 




Thr 




Glv 


Glu 


He 


Cys 


Ala 




Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro 




Thr 


Cys 


Glv 


Glu 


He 


Cys 


Ala 


Tyr 


Ala Cys — 


Cys 


(SEQ ID NO 


Pro 




Thr 


Cvs 


Glv 


Glu 


He 


Cvs 


Ala 


Tyr 


Ala Cys Thr 


Cys 


(SEQ ID NO 


Pro 




Thr 


Cvs 


Glv 


Glu 


He 


Cys 


Ala 


Tyr Ala 


Cys Thr Gly Cys 


(SEQ ID NO 


Pro 




Thr 


Cvs 


Glv 


Glu 


He 


Cys 


Ala 


Tyr Ala 


Cys 


Gly Cys 


(SEQ ID NO 


Pro 




Thr 


Cvs 


Glv 


Glu 


He 


Cvs 


Ala 


Tyr Ala 


Cys 


Cys 


(SEQ ID NO 


Pro 




Thr 


Cvs 


Glv 


Glu 


He 


Cys 


Ala 


Tyr Ala 


— Cys Thr 


— Cys 


(SEQ ID NO 


Pro - 




Thr 


Cvs 


Glv 


Glu 


He 


Cvs 


Ala 


Tyr Ala 


Ala Cys 


Gly Cys 


(SEQ ID NO 


Pro - 




Thr 


Cvs 


Glv 


Glu 


He 


Cys 


Ala 


Tyr Ala 






(SEQ ID NO 


Pro ~ 




Thr 


Cys 


Glv 


Glu 


He 


Cvs 


Ala 


Tyr Ala 


Ala Cys Thr 


Cys 


(SEQ ID NO 


Pro Gly 




Cvs 


Glv 


Glu 


He 


Cys 


Ala 


Tyr Ala 


Ala Cys Thr 


Gly Cys 


(SEQ ID NO 


Pro Gly 




Cys 




Glu 


He 


Cys 


Ala 


Tyr Ala 


Ala Cys Thr 


Gly Cys 


(SEQ ID NO 


Pro Gly 










He 


k.ys 


Ala 


Tyr Ala 


Ala Cys Thr 


Gly Cys 


(SEQ ID NO 


Pro Gly 




Cys 








Cys 


Ala 


Tyr Ala 


Ala Cys Thr 


Gly Cys 


(SEQ ID NO 


Pro Gly 




Cys 






He 


Cys 




Tyr Ala 


Ala Cys Thr 


Gly Cys 


(SEQ ID NO 


Pro Gly 




Cys 






He 


Cys 


Ala 


Ala 


Ala Cys Thr 


Gly Cys 


(SEQ ID NO 


Pro Gly 




Cys 






He 


Cys 


Ala 


Tyr 


Ala Cys Thr 


Gly Cys 


(SEQ ID NO 


Pro Gly 




Cys 






He 


Cys 


Ala 


Tyr Ala 


— Cys Thr 


Gly Cys 


(SEQ ID NO 


Pro Gly 




Cys 






He 


Cys 


Ala 


Tyr Ala 


Ala Cys — 


Gly Cys 


(SEQ ID NO 


Pro Gly 




Cys 






He 


Cys 


Ala 


Tyr Ala 


Ala Cys Thr 


Cys 


(SEQ ID NO 


Pro Gly 




Cys 




Glu 




Cys 


Ala 
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Pro Gly Cys Glu — Cys Ala — Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Glu Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NO*. 

Pro Gly — Cys Glu Cys Ala Tyr Ala — Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys — Glu Cys Ala Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

Pro Gly Cys Glu Cys Ala Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly — Cys Glu lie Cys Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys — Glu lie Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly — Cys Glu He Cys Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Tyr Ala Ala Cys --- Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Glu He Cys Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Ala Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Ala - Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Ala --- Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Ala Ala Ala Cys Gly Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Ala — - Ala Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NQ: 

Pro Gly Cys Glu He Cys Ala Tyr Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Ala Tyr Ala Cys Gly Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Ala Tyr Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys — Glu He Cys Ala Tyr Ala Cys — Gly Cys (SEQ ID NO: 

Pro Gly Cys --- Glu He Cys Ala Tyr Ala Cys Thr --- Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Ala Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

Pro Gly Cys --- Glu He Cys Ala Tyr Ala Ala Cys --- Cys (SEQ ID NO: 

Pro Gly Cys Glu He Cys Ala Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly - Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Cys Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Cys Ala Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Cys Ala Tyr — Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly - Cys Ala Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Cys Ala Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly — Cys Gly — He Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly — Cys Gly — He Cys — Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Ala — Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly — Cys Gly — He Cys Ala — Ala — Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Ala Ala Ala Cys Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Ala Ala Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Ala Tyr — Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly — Cys Gly He Cys Ala Tyr — Cys Thr Gly Cys (SEQ ID NO: 
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Pro Gly Cys Gly --- lie Cys Ala Tyr Ala Cys ~ aiy, Gys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Ala Tyr Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly Cys Gly --- He Cys Ala Tyr Ala --- Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly --- He Cys Ala Tyr Ala Cys Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Ala Tyr Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly ---Cys Gly He Cys Ala Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly -— He Cys Ala Tyr Ala Ala Cys Cys (SEQ ID NO: 

Pro Gly Cys Gly He Cys Ala Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu Cys Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly ---Cys Gly Glu Cys --- Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu Cys --- Tyr Ala --- Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu --- Cys --- Tyr Ala Ala Cys --- Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu Cys --- Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu --- Cys Ala Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu --- Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu --- Cys Ala Ala --- Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu Cys Ala --- Ala Ala Cys --- Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu Cys Ala Ala Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly ---Cys Gly Glu --- Cys Ala Tyr --- Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu --- Cys Ala Tyr Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu Cys Ala Tyr Ala Cys --- Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu Cys Ala Tyr Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu --- Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu --- Cys Ala Tyr Ala Cys Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu Cys Ala Tyr Ala --- Cys Thr --- Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu Cys Ala Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu Cys Ala Tyr Ala Ala Cys Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu Cys Ala Tyr Ala Ala Cys Thr — - Cys (SEQ ID NO: 

Pro Gly ---Cys Gly Glu He Cys --- Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly ---Cys Gly Glu He Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu He Cys Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly — Cys Gly Glu He Cys Ala ---Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu He Cys - Ala Ala Cys --- Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu He Cys Ala Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu He Cys Tyr --- Ala Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu He Cys --- Tyr Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu He Cys --- Tyr Ala Cys --- Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu He Cys Tyr Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu He Cys --- Tyr Ala --- Cys Thr Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu He Cys Tyr Ala --- Cys --- Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu He Cys --- Tyr Ala Cys Thr --- Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu He Cys Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

Pro Gly --- Cys Gly Glu He Cys --- Tyr Ala Ala Cys Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu He Cys Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Pro Gly Cys Gly Glu He Cys Ala Ala Ala Cys Thr Gly Cys (SEQ ID NO: 
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He Cys Ala Ala Ala Cys --- Gly Cys (SEQ ID NO: 

He Cys Ala --- Ala Ala Cys Cys (SEQ ID NO: 

He Cys Ala Ala Ala Cys Thr Cys (SEQ ID NO: 

He Cys Ala Tyr --- Ala Cys Thr Gly Cys (SEQ ID NO: 

He Cys Ala Tyr Cys Thr Gly Cys (SEQ ID NO: 

He Cys Ala Tyr --- Cys --- Gly Cys (SEQ ID NO: 

He Cys Ala Tyr Cys Thr Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Cys --- Gly Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Cys Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Cys Thr Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Cys --- Gly Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Cys - cys (SEQ ID NO: 

He Cys Ala Tyr Ala Cys Thr Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Ala Cys Cys (SEQ ID NO: 

He Cys Ala Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Cys Ala Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

--- Cys --- Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

--- Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys - Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala Ala Cys Gly Cys (SEQ ID NO: 

Cys Ala Ala Cys Thr — - Cys (SEQ ID NO: 
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Cys — Tyr — Ala Cys Thr Gly.. Cys (SEQ ID NO: 

Cys — - Tyr Cys Thr Gly Cys (SEQ ID NO: 

Cys Tyr Ala Cys Gly Cys (SEQ ID NO: 

Cys --- Tyr Ala Cys Thr — Cys (SEQ ID NO: 

Cys --- Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Tyr Ala --- Cys Gly Cys (SEQ ID NO: 

Cys Tyr Ala Cys Thr Cys (SEQ ID NO: 

Cys Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

Cys Tyr Ala Ala Cys Cys (SEQ ID NO: 

Cys Tyr Ala Ala Cys Thr Cys (SEQ ID NO: 

Cys Ala Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala --- Ala Cys Gly Cys (SEQ ID NO: 

Cys Ala Ala Cys Thr Cys (SEQ ID NO: 

Cys Ala --- Ala --- Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala --- Ala --- Cys Gly Cys (SEQ ID NO: 

Cys Ala Ala Cys Thr — - Cys (SEQ ID NO: 

Cys Ala Ala Ala Cys Gly Cys (SEQ ID NO: 

Cys Ala Ala Ala Cys - Cys (SEQ ID NO: 

Cys Ala --- Ala Ala Cys Thr Cys (SEQ ID NO: 

Cys Ala Tyr Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala Tyr Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala Tyr Cys Gly Cys (SEQ ID NO: 

Cys Ala Tyr Cys Thr Cys (SEQ ID NO: 

Cys Ala Tyr Ala Cys Gly Cys (SEQ ID NO: 

Cys Ala Tyr --- Ala Cys Cys (SEQ ID NO: 

Cys Ala Tyr Ala Cys Thr Cys (SEQ ID NO: 

Cys Ala Tyr Ala --- Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala Tyr Ala Cys Gly Cys (SEQ ID NO: 

Cys Ala Tyr Ala --- Cys Cys (SEQ ID NO: 

Cys Ala Tyr Ala Cys Thr Cys (SEQ ID NO: 

Cys Ala Tyr Ala Ala Cys Gly Cys (SEQ ID NO: 

Cys Ala Tyr Ala Ala Cys Cys (SEQ ID NO: 

Cys Ala Tyr Ala Ala Cys Thr --- Cys (SEQ ID NO: 

Cys — Tyr Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys - Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala Cys --- Gly Cys (SEQ ID NO: 

Cys Ala Cys Thr Cys (SEQ ID NO: 

Cys Ala Cys Thr Gly Cys (SEQ ID NO: 

Cys Ala --- Cys — - Gly Cys (SEQ ID NO: 

Cys Ala Cys Thr Cys (SEQ ID NO: 

Cys Ala Ala Cys Gly Cys (SEQ ID NO: 

Cys Ala Ala Cys Cys (SEQ ID NO: 

Cys Ala Ala Cys Thr Cys (SEQ ID NO: 

FIG. 3 

(sheet 16 of 17) 



wo 2005/074575 



19/134 



PCT/US2005/002941 



Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Tyr. 





Ala 


Cys 


Thr, Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Tyr 





— 


Cys 


Thr Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


— Tyr 








Cys 




Gly 


Cys 


(SEQ !D NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


— Tyr 





— 


Cys 


Thr 




Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


— Tyr 





Ala 


Cys 




Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Tyr 





Ala 


Cys 






Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


— Tyr 





Ala 


Cys 


Thr 




Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


— Tyr 


Ala 


— 


Cys 


Thr Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Tyr 


Ala 


— 


Cys 




Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


— Tyr 


Ala 




Cys 






Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


— Tyr 


Ala 





Cys 


Thr 





Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


— Tyr 


Ala 


Ala 


Cys 





Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


— Tyr 


Ala 


Ala 


Cys 








Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Tyr 


Ala 


Ala 


Cys 


Thr 





Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 


Ala 


Ala 


Cys 


Thr 


Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala --- 





Ala 


Cys 


Thr 


Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 






Cys 


Thr 


Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 






Cys 


- - 


Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 






Cys 


Thr 





Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 





Ala 


Cys 





Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 





Ala 


Cys 








Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala — 





Ala 


Cys 


Thr 





Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 


Ala 


— 


Cys 


Thr 


Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 


Ala 





Cys 





Gly 


Cys 


(SEQ ID NO; 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 


Ala 





Cys 






Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 


Ala 





Cys 


Thr 





Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 


Ala 


Ala 


Cys 


- - — 


Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 


Ala 


Ala 


Cys 






Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala 


Ala 


Ala 


Cys 


Thr 




Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 





Ala 


Cys 


Thr 


Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 








Cys 


Thr 


Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 








Cys 




Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 








Cys 






Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 





— 


Cys 


Thr 




Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 





Ala 


Cys 




Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 




Ala 


Cys 






Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 




Ala 


Cys 


Thr 




Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 


Ala 




Cys 


Thr 


Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 


Ala 




Cys 




Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 


Ala 




Cys 






Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 


Ala 




Cys 


Thr 




Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 


Ala 


Ala 


Cys 




Gly 


Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 


Ala 


Ala 


Cys 






Cys 


(SEQ ID NO: 


Pro Gly Thr 


Cys 


Gly 


Glu 


He 


Cys 


Ala Tyr 


Ala 


Ala 


Cys 


Thr 




Cys 


(SEQ ID NO: 



FIG. 3 
(sheet 17 of 17) 



wo 2005/074575 



20/134 



PCT/US2005/002941 



oooooooooooooooooooooooodddddooddd 

QQgQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ 

ooooaoooooooaooooooaaooooooooooooo 

mmmujmmmuummmmiijLijujmmmumujmmmmujmLijiij 

mrHHHE-«HHEHHHHeHfHH(tfrHrHrHHHHHHEHHeHHHH nJrH^lr? 
>*0 XCDOO XJOOO 

JP'-'H XHHHH ><E-<E-'E-"E-» 

O ^Jr^r^r^^^rHr-^Hr^^^(tf(tfctf(d(d^JflJr^H^^r^r^r^r^ aj(d{dajcdnj(d 
^ ^ '^r^.^F*..^^,^r^^"* ^ ^ ^ ^ toRR>>i>i>tScd nj nj (d m «3 (d '^t^ 



r-jH Q) Q) Q) Q> Q) ~ (UQJdJtt)- ^^^^^ 
rtj <nHHfHr-(Hn5caC003CQa){D[Q(Qa}(nrHrHrHrHfda}EOD!}CO(0(QCOC3CQCQ 

<: :s^^^^^^'(«^^;:J:3:3;d;3;3;3:3^j;3:3HH"i;3^J:3::^0:3;3;3:3^^dd 

SH tatD. ><OOOOOOCPOOOOO ><OCDOo33333S3o 

a)HO xooooooooooooo xooo3333333333 

-"CD - 

Lj ii< tj f.t li li ii li l< It l» I ■ I • t > t t t > _ _ . . . 



H 



^'-^ XXXXXXXXXXXXXXXC) 

>iHXXXXXXXXXXXXXXXXHHHBSftHSSHHHHHHS 

Hxxxx«xxx>?x>?«xxxxxxx><><x><>3x>2Sx>?xSx 



ooooooooooooc5oooooooooo33333333333 
ppppppppopoppooooooooooooooooooooo 
o<cuP4040ia<p40iOia«puou04ajOiaiCUP4££££&a£££££££££a! 



oz 



wo 2005/074575 



21/134 



PCT/US2005/002941 



oooooooooooooooooooooooooooooooodd 

QQQQgQDQgQQQQQQQgQQQQQOQQQQQgQQQOQ 

oooooooooooaoooooooooooooooooooooa 

ujmmmmLULumuJUJmmmiummmmmLuummumLijmmmLiJUJijJUJLiJ 

COCOWCOCOCOCOCOWJO 

U>0)tDCQCQCO(D(DCO(Q{QtO- COCQCOCOQQtQCOCQOOCQCQ- 0Q09a)tO(DCDO} 

d'd'd'&&d'&6'd*6'd'& S &&&&&& S &&&&&&& 

HHHHE-«EhHHEhH ^TJ^^r^^^E-•E^HEHE^t^HHE^ (OrHrHHHHHEHHHH 

cQtotococoracocoai- tocoiQinmcQroco- cocqcqcdcocoo) 

>^>iS>.>i>«.>i>i>tnJ H M H >n>t>*>t>i>i>i>s(d M M h W >i>i>i>i>i>,>i 

P P P P "J'd'-lriH'-IHri jo do CO 03 W lOrHHrHiH»HiH fO 

S>S>«>hS(0 (0 m 05 (fl (d m aj>,>,>,>i>,nj oj nj (d oj nJ m td >i>i>i>,nJ nJ (d '^e*- 
(d<dtd(dtd- (didajfd" (drdoJ- ^ 

j>i>i>i>ifd rdtd (dcd td(dfd (d (d>-iI>i>i<dnJcd (d (d (d(d<d fd*d >i>i<d Jdid cd<d \52* 

0)0)0)- 0)0)- 0)- 

i-^iHi-^(dCQCOOQ{0(naiCQa)tQO)rHrH(dQ)OQIQ(OCQIQO!>a)(OIOrH(d(DCQC003m 

HrH(dQ}a)(U(U(U(U(ua)<i><U(i)rH(d(i)(i)(ua><i>(ua)<u(Pd)(D(0O)O)<u(D(i)a) 

OOdiHHrHHrHr-IHrHrHi-liHO tdHHrHHi-trHiHrHrHiHiH (OrHiHiHr-lr-liH 
XHHHHHHHHHHH XhHHHHHHHHMHXHMHHHM 

H'(d^J;j;3::t^jj3::j^j;d:3:3:3'fd33:3;3:a^3:300^j0 - - - - - - - - 

O rdrMr-<r-4r-)iHiHi-HHr-4rHiHrH (drHr-IHfHrHr-lrHi-li-IrHrH (d Cd (d fd (d (d (d (d 

XOOOOOOOOOOOOXCDOCDOOOOOOOOtd cd id id (drd rd (d 

m >,>,>,ss>iS>i>,>i>,>, xxx;><xx«« 

(d^^^Hr^^^^^HHr^^^IHr^^^(daJld(d(d(tf^d<dld^J<ti(d(d:3:3^^3;3d^J0 

XOOOOOOOOOOaO(dCdnJ(da}(d(d<d«d<d(d(dCdHrHrHrHrH,HMrH 

XXXXXXXXXXXXXOOOOOOOO 

(d (dCd (d <d (d (d m as td (d m (dr-lrHHr-lr-irHrHHiHiHrHHHr-lfHr-IHHr-li-IH 

XXXXXXXXXXXXXOUtDOOOCDC9000o33oo333o3 



(dd(d(d(d<d(d(dd(d<dn)cd(d(d(d(d<d(d(d(d-(d(d(da}rd(dcd(d(dfd(did(d 

(d(d{dni(did(d(dcd(d(d(d(d(d(dtd(d(d<d{d(d(d(d(d(d(d(d(d(da)(d(d(drd 
fdcdn3(d(d(d<d(d(did(d<d(d(d(drd(d(d(d(drd(d(d(d<d(d(d(d(d<d(did(d(d 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 
pp pppooooooooooooooooooooooooooooo 



wo 2005/074575 



22/134 



PCT/US2005/002941 



oooooooooooooooooooooooooooooobddd 

QQQ9QQ9QQQ9Q9QQQQQQQQ9QQQQQQQQQQQQ 
oooooooooooaoooooooooooooooooooooo 

UimmuJUJmmmujmmmmLiJUJUjmujmLijujummmmLijmmmmmLiiuj 
2iS2'52'2'J2'S2.J2'52.52.J2.J2.J2-J2'i2,J2.^^^^ co (ocococo (o (/) (o <o <o <o coco 

OQCOOl' OQCQCflCOCOmtQCOCO- COCOCOIDCOIOQDa]- (OtOlDCQCQaiOO- 

&&&&&&&& & S ^^^^^d^^^S 

r-JH rt m WHrHMrHiHrHrHH <d p OttrHrHi-IHiHrHH «J CO lDH.Hf-|rHi-IH (d CO 

OUm >t>iOOOOOOOO aJS^UOOOacDO nJ>i>iOOOOOO (« >i 
XUU X u O xou xu 

^2 >^>i>'^S^^^^|3 >,>.>.^^^^5^"ij >,>,N^^^^^"nJ >,S 

XOOO XOOO XOOCD XOO 

{QCOCOCQCDCQ*' CQlDCOCnOQ- (OCOCOCO- 



1Ol0(0Cddr-lrHrHr-H(dfd(d{tfc0(d(drHHrHn)ld(d(d(tf(0(dHi^(dd(^ y-N 



OQQIDCQCQfdCOCQtOCOlQQDDaiOCO - - - •> - - - " - - 

Q,ua)o; «xxxxx!XX«H 

HHiHiHfljnJnlfdfdcdtdnJtdcTirtjtncDCQCDCDtDCDCQCDCD 

xxxxxxxxxxxuuoououuuo 
(d(d(d(d(D(D<u(i)<D(U(ua)(D(U(i)0(UQ>(!}(i}(U(U<ucua) 

<d (d <d OJHrHr-lfHrHr-lf-ltHrHfHi-^rHrHrHrHrHrHrHrHHiH 
XXXXHHHMHMMHHHHHMHHHMHHHM 

HrHr-lrHpHfHr-}iHrHrHrHrHiHrHrHrH iHrHr-lrH»-4iHiHi-li-< 

ooaoooooooooooooooooooooo 

iHi-lrHfHi-lrHrHrHrHr-li-lr-lrHr-lrHHr-lr-IrHiHr-lrHHrHH 

0000C9000e)00C!}0000CD000CD0CD00 
CIlUCOmcOaiCQUCOmCDCODQCOCOOlinCDOQGQncOOQIDOD 



(dcd(did(d(ticd(da}(d(d{d(d(d(d<d(d{dcd(d(d(d(d(d<dtd(dcd(tfcd(d(d{d(d 
n5n}(d(dcda)rdn}nJ(dn3(d(d(d(d<dcdn5(d(d(d(d(d(d(d<dcd(d(d(d(d(d^ 

id<d(did(d(d(dcdcda5(dcd(d(d(0(d<d(d(dcd<drd(did(d(dcd(d(d(d(dcd(d(d 
rda}n}cO(0(d(d(dfd(d{d(d(d(d(dcd(d(d(dcd(d(d(d(d(d(dcd(d(d(d(d(d(dn] 

MrHrHrHiHiHrHrHiHrHiHrHrHrHiHrHrHHiHrHiHrMrHrHrHiHiHiHrHHiHM 

CSOOOOOOOOOOOOOCiJOOOOCDOOOOCDOOOOOOOOO 

ppppppoooooooooooooooooooooooooooo 
P4aiP4p4O4Ciia4puO4OjCUAOiaiOiCU(iiO4aiQiOiOiDiOiQ4Cuo4Cucuoi0iD4OjPu 



cd <d (d 
Id (d fd 


(d 
cd 
X 


(d (d (d (d cd 
(d cd cd (d cd 
X X X X X 


nj <d rd 

3 3 :3 


(d 

< 


id cd (d Id cd 

iH rH rH r-l iH 
< < < < < 


(0 0] (0 


CO 

U 


□) (0 QQ CO (0 

^^^^^ 


0) 0 0) 
iH r-H fH 


0) 
i-i 


Q} 0) 0) 0) (U 
•H rH rH iH rH 


M H H 


H 


H H H H H 


:3 :3 :3 

•H 1-1 rH 


rH 


3 ^ j3 ^ 
r-\ i-i f-\ 


o o a 


O 


O CD O O O 


>i s >t 

iH H 


>1 




O CD O 


rH 
O 


rH rH rH rH rH 

CD CD O CD CD 


CO CQ CO 


00 


CQ CO CO CO OQ 

&&&&& 


^ ^ ^ 

H Eh H 


H 


^ ^ ^ ^ ^ 

H H H Eh EH 



wo 2005/074575 



23/134 



PCT/US2005/002941 



00000000606666666666606666666606 
DQQQQQQQQQQQQQQQQQQQQQQQQQQQQOQQQQ 

ooooooaooooooooooooooooooooooooooo 

>iOOOOCDtd>i>iOOOO nJ >i>iOOa (tf>t>iOC) nJ >i>iO oJ >,>,<d >,(d 
^MV^HM - ^ ^ U U U - ^""^MM - ^'^^u. XJOU^ XJUUXUcg 

O XOOO XOOO XOOO XOOOXOO<d<d(d>^ 

raCDTO- tOCQ- 03- - XXXO 

{OrH(lJt0nJfUluCO(OfO(O(O(oro(O - - - - - - ^ 

rHrtJaiiHHrHcHrHrH(lfpHrHrHiHrH(d(d(TJ(0<Otda}CQtQroaJCOCQCDlDCQaitQM ^ 

^-^^^^^^ xxxxxxauuouoauaoffoo^i-H 

(DrotoTOrafoTOnj - - - - - - - . 

<X<<<f<<<I OS ttJ (tJ nj 03 OJrHf-li-lrHrHrHr-MrHrHrHrHfHi-IHHrHrHi-li-r r*S_I^ 

aj(u(UQ)(i>(u<ua)<i)(ua;Q)a)(U(ua><i)Q)(i)<i>a)(i)a)a}(U<i)(ua)C)C)(i)(i}0(U 

iHrHrHiHrHiHiHpHiHrHrHHHrMrHiHrHHi-l«HHrHr-lrHrHrHiHrHrHiHrHiHi-liH 
HHHHHHHHMMHHMHHHHHHHHHHHHHHHHHIHMHH 

ooooc9cDooocDooououoo3333333333333oo3 

ooooooocDooooooooooooooo33ooo333333 
pppppp pop pp 00000000000000000000000 
oiOtOicuoiciicuDiOjaiciiCMOiaiPiaiCMC^Oiaip^OjOiaiOiOiOiPiaiDiOi^ 



wo 2005/074575 



24/134 



PCT/US2005/002941 



22Q22SQQ^^o6666666666 6666666606666 

ZZZZZZ2Z22ZZZZZZ22Z222Z2222Z2ZZZZZ 
QQQQQQQQQQQQgQQggQQQQQQQQQQDOQQQQQ 

oooaoooaaaaaaaoaooooaooo555o55555a 
LuumuJLULUuujiiJuim 

(0 (d 



S a : : : : : f a a a 3 a 3 3 a a < « « ^ . a 3 3 3 3 3 ^ « 

aa3??!!!!^^aaaaaaaf^ss'&^l3aaaaaa^^ 
aa^^^^^^^^^^^^^^^^^^^'^^^S^^^e--^-^ 

3 3 .H & S .S? ^ ^ ir ^ ^ ^ ^ i 5 ^ ^ *r >• >> - - - 

_ x!Xxxjx:xxxxxx>ix><oao 

^ a J i a y » i i s i i i i i I s s i i I i i I i 1 1 j i 1 1 i i 

S22S8 882SSSSSSgS2g2SSggSSSgSS8SSSS 



wo 2005/074575 



25/134 



PCTAJS2005/002941 



ddddddddddodddodoooooooooooooooooo 

QQQQQQQQQQQQQOQQQQQQQQQQ9QQQ9QQQQ9 
OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO 

(AtnOQOOCQCflCDCQCO" 000001(0(00)01010900- mcocQcocQaicocQn- 

^?l,ssss>,>.sm >.§;>,>,>;>,s>i>t^>im f>;*hr^/^^/^?:r^f^^ 
auuoouuouflj uuuououuuu^ OOouOOOuOrt 

rnrnmrniYtO]. mCQIQOlOJCQCQ- O)Qa)0)D}0)- ... 

3ai^^^^g&^|.aaai&g^|.^g,£gaa|^^^^^gg^ 

OQ - 0) 09 ~ CD - 

^y^3Hr^r^r^r^r^r^r^r^UU(drH,jr^Hr^r^^^ 

<aa}mtDO}aJa)a^«Jramr^"fdramrommmmmmm(tfo«omoa« 

^^fH5f3fHrHr35rH'(tfmnjl«aJrtrtnJflIrtrt QJ <D OJ Q> 0) Q) 0 dJ 0) (U o) OJ 

CDOOOOOCDOOCP <tf <tf <TJ U <t3 (d flS <tf nJ (dHrHiHi-li-^rHrHrHrHr-jrHrH 

(d n) fll flj as OJ (ti «^•-^r^r^l-^lHlHr^r^r^r^r^Hr^r^r^r^r^^^HHH 

0)(QO)a}0}a]CQUU]coQaia}aia)aiQQCQO)a)a)a)a)ug>ttnmQmm 

^^^,-^,H^^r-^»-^MrH»Hf-^r^rHlHr^r^^^lHr^^^r^lH^^r^f^^^r^fH 

3o3o333aoooooooooooooooooocDooc9oaoo 
2888888888888888888288888888288888 



wo 2005/074575 



26/134 



PCT/US2005/002941 



QQQQQQOQQQQQQQQQQQQQQQQQQQQQQQQQQQ 

ii§§i22SSS22SS2SSSS2SgSSSSSSSSSSSS 



ai2ISiaaaa3 3aaaa"aa3aaa3aa33a5aa5a"a' 



wo 2005/074575 



27/134 



PCT/US2005/002941 



6666666o66o666666o666t>66o6o6^ 
zzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzz 

OaQgQQQQQQaOQQQQQQQQQQQODQOQQDODQQ 

oooooooooooooooooooooooooooooooooo 
uiSiuuiiiJUimujiijiijmmiummujujmmmiiJujmuJiiJUJUJUiujm 

tO(0(om- (nnn- lou^ co- - tocotococococDcocomcoco- 
O G V G ^ UOOcd UU(tJ U«5 ctf OOUUUUUUUUUUid 

r_4^M<tfOJaji-»f-ICtftOU5r-JaJD50)njra - - OOr-lrHt-lf-lfHrHr-lr-lHr-lr-lrtCO 

XOOO XOOOXOOal<fl«d>i>i>iO XOO 



!S>l.?.>«§.nJa}ltfRJnJ U U U U U U U U U Vj ?,^3^;^^<<l53!d>.§,2,2. 

XXXXXEHHHHtHHHEne'^' ^^^^^^^'^^^^^^ 
----- rapHiHiHrHiHrHrHCDfOldroidflJ /-^ 

ninS<d(dnja)0Qmcnu)D[)ca(n{D(ocan(nucoH<<<<4;rf:itd:nJHHHr-| ^ 

HrHiHi-l.-lrHrHfHH»-lrHrHrHHHiHi-lrHt-<d: X«<rfl«5<!<rt; M 



< < 



r-4r-4r-4.-<i-IH'-^'-*'--»'--*'-l'-<'-<'-''-^«-<«-<'-''--''-'H XtHfc-tHHHtHH 3 

<<<*^<^<<<<<<<<<<<<<<^^^^^'^^^^^.^^ -s 

aaa9S9a>C001(OnCOaOnCOCQ09QCQttCQrMOO<tfrHrHr--lrHr-1rHrHf-4rSiH 
(D d) (UO) Q) OJ OJ a> (1)<U 0) (y <U <U<UaJ<Ua)<U (UrHOr>i-liHrHrHHiHi-Jr-IH»HH 

r^H.-^Hr^r^r^^^r^^-^l-llHt-^r^p^Hr^l-^r^l-lC^ XOOOOOOOCPOOO 

MHHHHHHHHHMHHWHHHHHH - ^ ^ ^ ^ ^ ^^^^..^ 

>4>i>l>t>l>1>«>1>f>1>t>f 

r^iHHrHiHrHiHrHrHr-lrHiHrHrHrHHr-fiHrHiHOXOOCDOCDOOCDOOOO 
1-IHrHHiHrHi-li-lrHrHrHiHrHrHrHrHi-liH.HrH ttf (tf Ctf id (d (d <tf <d (dfljld (dflJ (tf 

ooooooooooooooooooooxxxxxxxxxxxxxx 

tDCQCOQOOIOOOOCOCDQONOOOODQQQCDtDIDGQ' * * ^ " " " " " ^ ' ** " " ~ 

^XXXXXXXXXXXXXXX 
(tti0(dflJafafnd<OQ}(dni(dtiflfn}ni(dQ5atco(Q(QQ)ak(n(Qoa)cQtttDo>Q)to 

xxxxxxxxxxxxxxxxxxxooooouooaouOooo 

cd(dnl<d(d(d(0(d(d(dfdn5(d(d<d<0(d<d<d(dcdtd<dcdcd(d(d(d(d{d(d<d(d(d 
n}(d<d(dcdcd(d<d(dfd(d{d(d(d(d(d(d(dfd(d(d(dfd(dfd(d<d(d(d(d(d(cl(d(d 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

lHr^H^^l-^r^lH^^r^r^lHr^fHr^r^r^r^r^rHr^l^r^•-^r^Wr^r^r^^^^^r^^^r-»r^ 

OOOOOOCDOOOOOOOOOOOOOOOOOOOOOOOOOUO 

ooooooooooopoopoooo pop pop pop pppppp 

O^C^PiPiCUOiCMt^OiPtC^O^O^OiOiCMClttltPiOkiOtOiPtPiCUOiOiDiPuPiOwC^CUn 



wo 2005/074575 



28/134 



PCT/US2005/002941 



oooooooooooooooooooo 

DQQQQQQQQQQQQQQQQQQQ 



oooooooooooooo 
oooooooooooooo 



3 000000000000000000000000000000000 
mmmmuiujmmLummuujmuujmuiuJujujmuJijjujuJUJLuujLiJUJLULiJ 
cococococococoo^cococococococococococococococococococococococococo^ 



Ills 

E-» £-» H Eh 



tooototococoaoa} 
oaOuuooo 

(DfHrHiHHi-li-lHrH 
H H H . 

COCOCOOlCOCQCDCn 
Oli-HiHiHiHrHiHfH m 

u X 
fd ftf nJ nj - 

fd^^r^r^r^r^r^ (d 10 

M ^4 H M M - 

ftf <d (d flJ - 

H X Eh B E-« 

ra CO m - 
(d>i>i>i(d<o fd (d (d 

HUUU (diHrHrHi-H 

CDHHflSontQCQa) 
>tHM (d >i>s»>i>i>i 

u X u u u o u 

(Ur-i(dv<u(U(i}<u(u 

rH. O CdrHiHrHiHiHrH 
H CdHiHrHiHrHrHrH 

OXCDOOOOOO 



CO (D CQ - 

Id ui 



to 
u o 



m >. >i N 

(d rH iH rH 

X O O O 



(d (d 
(d 

3 



(0 

rH 

M 
Eh 
<d (d 

< < 
0) p 



IQ 
>i 

o 
(d 

(d 

rH 
< 

u 
>i 

EH 

Id 
< 



H Eh 



CO (0 (0 00 10 m 

>l >,>*>, >1 s 

r-i r-i H r-\ t-H 

CD O CD O O O 

Eh Eh Eh Eh Eh H 

CO 



^^^^^ 

(d rd 

< < 

nJ fd 

a a 

<d cd 

r^ rH 

< < 



(d fd (0 

rH ^^ rH rH 
< < < < 



m CO 
u 

(d fd 

rH rH 



(d fd (d fd (d 

rH rH rH rH rH 
< < < < < 



V4 

>i 

EH 

(d 



>s ^ > aJ fd 

H fcH tH (d rH 



fd 



(d 

^ d "J 
< i< rtj fd 

X 

(D 0} • 



(d fd 

fd rH 

X < 



>i >i fd 

6 o (d 



X < 

CO CO CO rH (d CO 



^^^^^ 



iH i-H 
H H 

3 5J 



0) <1> 
rH H 
H H 



fd fd 

. _ ffl (0 

_ a &&&& 

fd 0} <u 0) 0) 0) 

(tf r-l H iH rH H 
X H H H H H 



6* 

CO 

>1 
o 

(d 
fd 
X 

(d 
Id 

rH 

Eh 
fd 



(0 CO (0 > 

>i >i >M fd 

u u 6 Id 

rH rH fd (0 CD 

CD CD Cd >i >s 

X U U 



CO 09 CO 00 QQ 
>i >i S S 

u u u u u 



(tf N >. >1 

fd rH rH rH 

X CD CD O 

. . . ,£5 ^ 

H H H H 



(d Id id rd 

H n 5! ^ 



S! -J W! 

fd itj fd fd 

r-^ 

< fs: < < 



CO CO CO 

>. >1 s 

u 0 u 

s >1 

rH H rH 

CD O CD 

M h H 

^ A S 

EH H Eh 

cn CO CO 

S S 

U U U 

id (d (d 

3 3 3 

fd 



CO (0 

o u 

rH rH 

CD CD 

M 

CO 00 

o o 

fd fd 

3 3 



CO CO 

u U O 

>i >f S 

r? d 
CD O CD 



CO - 

>i fd 
CJ (d 
X 



Id fd 

rH rH 

<: < 



W M JH H H 



. >i S >i ^ 

£H £-» 

fd fd fd fd fd 

3 3 3 3 3 

(D CO OQ CO CO 



fd 

3 



fd CO CO 

fd >i >i 

X O U 

Id fd fd 



3 3 3 S 



(d (d (d. 

r-i t-i r-i 

< < < 



03 
U 



fd - 

rH (d M ^ k [H H 

3 ^ ^^^^^ 



(d fd 

Id rH 

X < 



fd fd fd fd Id 

3 3 3 3 3 



O <D Q) <D 
H rH rH H 
H IH H H 



CD CD CD CD 



(dfdfdfdfdfdfdfdfd 
fdfdfdfdfdfdfdiOfd 

xxxxxxxxx 
>1>*>t>,>,>,>1>t>1 

CDCDCDCDCDCDCDCDCD 



fd fd (d fd d 

fd fd fd fd rH 

X X X X CD 

>i >i >i >i N 

i-i i-i fi f-i 

CD CD CD CD CD 



Id (d (d Id fd fd 

(d (d fti Id fd fd 

X X X X X X 

^ 3 ;3 0 0 

r-i H r-i t-i T-i r-i 

O CD O CD CD CD 

>« >i >1 >H >i 

r-i ri r-l 

CD CD CD CD CD CD 



fd Id fd fd (U 

Id Id fd (d rH 

X X X X H 

;^ 0 d d 

i-i r-l 

CD CD CD CD CD 

>1 >1 >. >t >t 

rH iH H rH rH 

CD CD CD O CD 



njidtdfdtdidrdfd 
fdfdfditffdfdfdid 

xxxxxxxx 

(U<U<DQ)0(U(D(U 

rHHrHrHHrHrHrH 
MHMIHHHHIH 

rHrHrHrHrHrHrHiH 

CDCDCDCDCDDCDCD 
Ci)CDCDOCDOCDCD 



X3 



ididfdfdtdfdfdfCfdfdcdfdfdfdidfdfdfdfdrdcdidfdfdfdidrdtdidfdfdRJidfd 
fdidfdfdfdfdfdidfdfdfdfdfdfd(dfdfd(dfdfdrdfd(d(dfDtdfd(d(dcdfdfdfdrd 
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

COCOfOCOCOOlCOCOCQCOCOCOtOCDCOCOCOGOCQCOCOCfinCQCOCOCQQQQ^Q^tOCQtDCO 

uuuuuuuuauuuuaoauaouoc;uoauocjuoucjua 



EHtHHEHEHHEHHHHEHHH 



^ ^ ^ M M 



M M }H M M M 

g g g g g g 



M M }H M M M }H 

x: ^ g B B 3 3 

H Eh H H Eh H Eh 



(didtdf0(d(dfd(d(d{dfd(d(d(d(dfd(Ofli(d(d(0 
"(d(OfSfdnS(d(d(d(d(d(d(d(dftffO(d(0(dfd 

xxxxxxxxxxxxxx 



(0 (0 (d 
(d (d Id 
XXX 



^ (d (d (d 
X X X X 



X X X X X X X 

rHrHrHrHrHrHrHrHrHrHrHrHrHrHfHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHHrHrHrH 

CDCDCDCDCDCDCDCDOCDCDCDCDCDCDOOCDCDCDCDCDCDCDCDCDOCDOCDCDCDOCD 



wo 2005/074575 



29/134 



PCT/US2005/002941 



6666666606660600000000000000000000 

OQQQOQQQDQQQQQQQQQQQQQQQQQQQQQQQQQ 
0000000000000000000000000000000000 
LDUJUJLULlJliJLIJUJm 

CO (o (/) (o cowcocococococococo 

d'&d'^'&d'd'l &&&& 

(S>,>.o3SOOOO m >,>,OC30C50CD<5>i>.C)OOOCDi5>.>.OC50C5 
iSocj xOu XUU XUCJ 

>,>,>,^^^5Jy^m >,>,>,^^^S^« >,>,>,^^^^« >.>^>^^£fi2 



iHHiH CdHHiHr-lrHrHrHi-l 





(U (d >< >i >i > >i >i >i >^ >» N N S N >i S N >i >« > 

P^HfHHHHlHlHr^^^r^^^I^^^r^r^r^»^^^r^^^r^r^r^H^^r^lHIHr^r^r^r-l 
HHHHHHWHHIHMMHMHHHMHMMMHMHHMMMHMHM 

r^Hl^Hr^Hr^r^lHrHr^lHr^l-^r^r-^^^^^Hr^r^^^r^r^ 

OOOOOOOacDOOOOOOOOOOOOCDOCDOOOOOOOOOO 

S 000000000000000000000000000 Op poop 



wo 2005/074575 



30/134 



PCT/US2005/002941 



6666666666666666666666666666666666 

0599999999999999999999999999999999 
aoooooooooooooooooooooooooooaooooa 

UilllUJUJlUlllLULiilULUUJLUUJLlJUJUJLULUUJUJLULIIUJL^ 

to- comcQOi- cntno)*' 0)03- co- - ocomcooococncocQQ) 
aij uooocd a 0 o (d 0 u ^ g uuauOuouuu 

(dCDtDi-ii-»r-in5inmi->iHaJoi{nrHtcajmnJm - - raiHi-Hi-iiHHiHHi-iiHiH 



(0- > XXXUUU DOOiDcacoa] 



X 



HHH XEHEHHE-»XHE-«E-»flJcdnJtdrHHHiHHrHEH XH 

- XXXXOOOOOO aSn5nJnJ(d(dfU- 

mmiDcdoaromai----- CDrHr-ir-ir-jrHH#-|(ijaim 

XXXXXHHt^E-«E-iEHpE-«HH^nJrt5tdnJ«JnJ-v_,_,^ ^ 

HrHmcdfdmnJciJWCD01tD©tQOTC)Wro(na3CQmOJHi<ri;icC<»5Cl<Ctfr-frHrH 3 

<da^r^.Hr^^^r^r^r^MrH^Hr^r^r^r^r^r^l^^^^^r^^^rf: X«<<<i< 

xx<<i<<<rt:<<<<<rt;<<<<<3rt;rt:rt: rtrtrtrt"^ 

^^•-^p^^-^p^I^lHr^I^r^r^^^^^r-^I-^n^l^^^^^^Hr^r^r-iE-» XHEHt-«HH a> 

HHMrHrHr^riiHrHfHrHrHHHHrHr-fr-ii-IHrHrHfHO XOUOUUOO 



p(tJ;3:3:3;:J:d;3:3;3:3 

a)a)(U(ua)<i}<ua)Q)(UQ}a)(U(ua)(U(uo<i)<DQ)a)<Ur-icdrHr-irHHf-t.HiHrHi-4 

HHr^r^r^rHlHl^lHr^fMHIH^^r^^^^^r^r^^^^^l^r^C)XC)OOOCDOOOO 
MHMWMMHMHWWHHHHHHI-IHHWHH 

Hf-lrHiHrHrHiHi-liHr-lfHi-JrHHrHrHi-HiHr-irHf-lfHrH flJ fll OJ (d (d (dOj <d Ctf ttf 

OOOOOOOOOOOOOOOOOCDOOOOOXXXXXXXXXXX 

r-lr-lrHr-liHrHrHr-lr-liHf-lr-lf-lr-lrHHHrHr-lrHr-lr-t fd (d (d (d (d (d<dfd Ofat (d fd 

OOOOOOOOOOOOOOC70C!)OOOC90<d<d(d(d(dtdfdfd(d(d (d (d 

xxxxxxxxxxxx 

nJ(ddajctf(dtd(dn5ajiTjcO(d(OfdrtfiT)(d(dtdctf(0>i>t>^i>i>i>i>i>i>H>»«>i>«* 

(dflj nj (d fd nj Oj fd fd (d fdfdfd td (d (drd (dCdfdn) (dr^rHi^rHrWr-H»-^r^rHrHrHrH 

XXXXXXXXXXXXXXXXXXXXXXOOCOOOCI^OUOOO 

uoGoauoououuuauouuoouoouuuauuouoaa 
A^^xij^xixixij:isi3j:iJ^j:ixiAx^3S333A3£33xi33s:si33 

HHHE-»HHHHHE-«HHHHEhEhEhHHHHHHHHHHHHE-»HE-«HH 

(d(d(d(d(d(d(d(d(d(d<dcdcd(d(drd(d(d(d<d(dcd<d(d(d(d(d(d(d(dfd(d(d<d 
nj(do3(d<do3(d(d(dn}(d(d(dnSn}<d(dn}(d<d(d(dcd(d(d(dnI(d(dcd(d(d(^ 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

l^r^lH^^^^lH^^l^lH«^r^r^lH^^^^^^r^lHr^r^^^^^r^Hr^r^I^r^Hr^^^r^r^r^ 

OOOOOOCDOOOOOOOOOOOOOOOCDOOOOOOOOOOO 

oooooooooooooooooooooooooooooooooo 



wo 2005/074575 



31/134 



PCT/US2005/002941 



6000000000000000000000000000000000 
aOQQQQQQQQQQQQQQQQQQQQQQQQQQQOQQQQ 

aooaoooooaooooooooooooaoaaooaaoaaa 

uJUimmmmmujuimujujmmummmLijmuJUJUJUJmuLiJLULULiimm 

&S d*&&&&.^&&6*^!§ &&&&&&&& & JS 

^^^t^E-'HE-iE-iEHHH («r^r^r-^EHHE-^EHE-^EHE^ cdHrHHHHHHHE-' rtfrH 
OCPO XOOO X O O O X O 

jixt^iouuaoou (is^x:4:;c:ououuu usx^x^xiX^OOOvu^xixi 



OaCOlDH'-'H'-HrHi-! JOCQ CO CQCQ CQ^^r^r^.-^^^mglmQ3 Ppr-jr-jrHrH COCO 

fltfd i4i-(rHiHr-irH<d (tfdSdSnSfiS (drHi-tr-itHns dtfOdStO (d (diHi-HrH (U id (d (dcd 
nJtd fd Si>i>i>iaJ (d (d<d idoJ fd td sR^^cdnJ (dtdcdtdnJcd >i>t(d<d(d(d <d<d 

.^^^a3aa^g^^^^^^3'3"ig&^^^,&^^3s^^^^^^ E| 

<d(d<d>i>ntd<tfid(fltdnJcd(dnJ<d>^td(dcd(d(d<dtd(dtdtd<d(d<d<dfd(d. cdfd 
totDmfH(droa)ioajwoiiooacQiD<di»eQmgipaig>oiw - - - - -- -- - 

<i>ip(D(d(U<ua>Q)(ua>(U<D(U{i) - - - * * * - - - " - 

^^l^Hcd•HHl^l^r^r^^^HlHr^(d(d<«<d{dtd(dmmtdmraultDramg^glmm 

HHHXWHHHHHHHHH nJ (d (d (d id id td (d (d rd (0 >-ip^>i>t>i>i>i>i>i 

(^Hn;Ja}tda}(da$(dnj<d(dn:$n}(ua)(ua)(U(U<ua)(U(ua)(U<U(D(i)a}a}(ua)a) 

OG (d (d <d <d Cd td (d <d td td td ldiHiHHi-li-l.-JrH»HrHrHrHrHrHrHrHrHfHHiHrH 
XXXXXXXXXXXXHMHMHMHMHHMHMMHHHMMH 

ld'"fd:i:3;3:J;3:3;33:3;3;i:iddjij30:3:3:3:3:3:3:30:3^?j?j^jr|0 

td(dr^r^l-^r-^r^IHr^H^^lHrHr^IHl^r-^«Hl^^^r^HHHr^r^r^r^l-^•^^^r^Hr^ 

XXOOOOOOOOOOOOOOOCDOOOOCDOOOOCIJOOOUOU 

n)(dfdrd(dtdrdfdfdtd(d(d(d(d(dfdtdtd(dtdtdtdfdfdfdfl}(d{didnlid(d(d(d 
(d(did(d(d(d(d(dn)rQ(dtdnj(d(d(dtd(dtd(d{dtdtd(dtd(dnS(dtd(d(d(d^ 
XXXXXXXXXXXXXXXXXXXX«X!><«JKJX><JKIXXXX:XSX 

rHHrHrHiHiHr^rHrHHrHHrHrHrHfHHrHfHrHiHrHHrSHHHHHr-lf-lr-li-li-J 

OOOCDOUaCDOaOOOOOOOOOOOOOOOOCJOOOCPGCJO 

<d(d(dtdtd(d(d(dcdtd(d(d(dtdfdtd(dfd(d(dtd<T}(d(dtd(d(d(d(dfdcdcd(d(d 
<dtd<d(dtd(d(0(dtd(dtdtd(d(d(d(dtdtd(dfdtd(d(d(dfdidtd(d{dn5(d<d(dn} 
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

IH^HfH^^r^r^l-^r^n^^^^^r^lHl^HlHlH^^^HI^lHI^l^^^r^r^^Hr^^Hr^r^r^r^r^ 

OOOOOOOOOOOOOOOUOOOOOOOOOOOOCDOOOOO 
0000000000000000000000000000000000 



wo 2005/074575 



32/134 



PCT/US2005/002941 



dobddddodddddooooooooooooooooooooo 

ogooQOQogoQQQQQQOOOooggg 9 090999909 
aoooooooooooooooooooaoaooooaoaaooa 

UJUJLUmiiJUJLlJliiliJmilJUJUJllJUJLlJUJUJUiUJUJLULXJLULJUJUJLUI^ 

uao6u6u«5 uuouuoctf uouOunj uuuum ou 

^ ^ 

U) CDr-lr-lt-li-lrHiH (0 W TOrHiHiHHH fU W COr-IHiHrH (d 0) (flHrHiH «0 CO WrHrH 

>i>i 000000 fd >i>iOOOOO <0 SSOOOO (d >i>iOOO <0 S^nOO 

>,>,j^^^^^ld ss>t^^^^'ij >,>,>.5^^rt >,>,>,5^g >,>,>.as 

00 XOOO XOOO XOOO txlOOOX 



m 




to 


>i 






u 


U 




>i 


>i 




rH 


rH 


rH 


0 


0 


0 


hr 


hr 


hr 


H 


H 




U) 


CO 


CO 


>. 




>i 




u 


0 




(d 




rH 


rH 


OJ 


< 


< 








X 








rH 




(d 


< 




rH 










(d 


(d 


(d 

x: 


Al 


Al 



^J^^^^^V^>1>,^J^-lMMM>1(d^V^MMfdJ^ 



rdtdtd- Rj(d- os- 

tOIDrHrHrHiTjCOntOCOOQrHrHCdCatOCQCOCOrHmCDCaCQCDQQrdCOCOCOOl* - - 

(tf(d- - xxx^ 

ttf(drHrH(0<dnJrS(0<fl(drH{0(d<did*d(dfl5fl$nJnl(did(d - - - - - - 

HHj:t:«sJj«arHHrHHrHrH<mrHHrHrHrHrHldrHrHrHrHrH(dnJn}(d<dnJCQlQtO 3 

cd(d^<dcd(d(d(dtdtd(dn3{d(d(dfd(dfd~ - - - " - - 'tS 
H.-^E-»tdt-^r^r^r^r^rHr^{d^^r^r^r^^^^^(d(d(dfd{dfd(d<d(tf(d(d{dfd(d^J^d 

>iS(d ^$N$H$^>t?i><(dnJtd(d nJfd<did(dnJtd(dtd(d<dflJn5n$Jdtv5(dtd nlco (X4 "aJ 

HHXE-tE-tE-tHHHtH tdrd rdtd m<6(^(ar^riririr-\r-i,-^r^r-ir-ini^r-tr-ir-\r-i ^ 

^ XXXXXXXX<i^^<<<<<<<<<<<<< 

rnld'fdTd'fdldTdmnjnj^^MHHHHHHHHHHHbb'HHHHHh'HbH ^ 
*i (d Id rd (d <d flJ <d <d <dSNSS>»>H>> 

<dfdtd<d(d(d(d(d(d(d(d(d(d(d(dn5cd<d(d(d(d(d(dfff(d(d(d(d(d(0(d(didfd 

idrHrHrHrHrHrHHrHrHrHrHrHrHrHrHrHHrHrHrHrHrHrHrHHrHrHrHrHrHrHiHrH 

Q)a}cQCQ(om(Qto(DmfflOQ(&CQComa(naicQU}CQQffiO)Qa)iDioco(ocotou) 
(i)<ua}<ua)a)aj(U(U(U(D<u(U(Da)Q)(U(i>(i)(U(uaj<i)(i)(U(i}<U(i)(u<u<i><uiu<u 

rHHrHMHrHrHrHHrHrHrHrHrHrHrHHrHrHiHrHrHHrHrHHHrHHrHrHrHf-lrH 
MHHHMHHHHHHHHWHHHHHHHMHHHWHMHHHHJHH 

HrHrHrHrHrHrHrHrHrHrHrHrHHrHrHHHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrH 
0000000000000000000000000000000000 

(d(d<d(tf(dfl5id(d(d<0(i}{d(d(d(d(did(d(d(d(d(d(d(did(d(diTiid<tfiO(d(d(O 

rHr^^^rHr^rHr-^r^r^rHrHrHrHrHr^^^^^^^r^rH^^r^rHrHr^rHr^rHr^r^rHr^rHr^ 

OOOOOOOOOOOOOOOOOOOOOOODOOOOOOOOOO 
ncDcoQfflOQtoiotacocQmcQCDCDODcocQaicncncaaicQaicomcaioiDtDiDiQco 
oouoououuoouooouuuouuuouuuuauuouuo 

u^MH^V^V4$H^h^MMMMV4M^^^V4MH}^H}HHMVJH^M^M 
pEHHHCHEHHEHHHE-tHHEHHHHHHHHEHHHHEHHHHHHHHH 

(dcd(d(d(d(d(d(0cdid(O(dn5(d(d(did<d(d(d{d(d(d{d(d(d<dn}Qi(d(d(d(d(d 
(dcd(d(d(d(dtd(dQSn)cS(d(tfid(d(d(d(dfdfdn}0}nt(dn}(0fd(clid(dcd(d(dn} 

N>,>,>.>,SSSS>n>^S>.>i>iS>t>t>,S>i>t>,>i>i>,>i>i>i>iS>i>i>* 

rHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHHrHrHrHrHrHrHMrHr-lrHrHrHrHHrHrH 
0000000000000000000000000000000000 

pooopppooooooooopoooppoooooooppopp 

C^£bO4CUOiD4&CUO4Oiaia4CUCUCUCU(l«CU(l«PuP«P4C^Pip4Cli0iDiO4(^OiO40iO^ 



wo 2005/074575 



33/134 



PCT/US2005/002941 



oooooooooooooooddddod 6 dddddodddodd 

QQ99Q99Q9QQQ9QQQQQQQQQQQQQ9Q9QQQQQ 

ooooooooooooooooooooooooooooooooao 
iijmmujmmmmmmmmuujujmmmiiiijuiijiijmm 

w- .mm- ra- - wmtQcDmwcQCDojto- cDtnrotniororacQa) 



x<<<<<<<<<_ x!<<<:3«:<:< 

(U(da}a)(U<i)(U(i}(uo>a}a} - . . . . . 

uuuuuuoooooo xxxxxxxjxjxx; 

fl)Q)(i)(U(u<uaj(i>(ua)(ya)(dnstomm{da3fdfd(dn3Ttf(ua)<D(u«o 

rlri.'"*'"''^'"^'"^^^'"''"' ^ ^ ^ ^ <^ ^ ^ (Itf ^ fd dr-4Hi-lrHrHi-IHfHr-HrH 

HHHHHHHHHHHH><X><|><|><|KJ><|^><><J,<><MHHHWM 



riri7i1riy^^;iri^:;!^riri!S!2fSfS*^'^*^**^"Jnj(dididm(d(dtd<d<dcdidtd 
0000O00O0O0(d<d(d(dq](dfdid(d(dfd(d(d(d(dfd(d(d(Sfd(dfdfd 

(d(d(d(d(d(d{did(dtd(d^^;:f^^::>^^^:3rjd:3:j:j:3ddddddd 
rammmammmrammrammmrappinaiaiOTiniDiDaitDtoniBitnaimcD 



wo 2005/074575 



34/134 



PCT/US2005/002941 



ddddodoooooooooooooooooooooooooooo 

QQQgQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ 
>i>.^^J^^^^aJ >,>,>.^i^i^nJ >i>i>,^i^^m >,>i>i^J^^'« >i 

oJrHr-IHSSHHp aJnHrHrHHHHE^ rdn^n^HHEHt^ ttfrH 

(DtncDnQ)- 030)0)0}- 0)0)03- mco* 



XHEhHH XHHHH XtHHEHH^ XE^H 

<rt: xrt:ri;riiriirt:rfi^ ^^^^^^^^^^^^^^^^^^^^ ^ 

(tf- - XXXXXXJUJi-H 

aJa)a)0)a)0)a)0)0)0QO)coa)O)a)a)a>no)mQ)0)o)O)prammumntt 
<u(i)(u<uQ)aj(U(i)(ua><i)a}(Da)<ua)(Da)0)G}(i)a>(U(U<U(i)C)<i}a)a)<i}a)a)Q) 

rHHHMrMHrHrHrHiHrHrHrHiHiHHHrHpHHrHrHiHrHrHHHrHrHHHiHrHM 
HHHHHHHHMHMHHMMHHHHHHHWHHHHHHHHHHH 

r^r^r^HHHl^Hl-^r^r^^^^-^»Hr^r^r^^^r^r^HHlHH^^^^r^r^ 

A^;H;T;TA^;HHHrH.H,-<rHrHrHiHHrHrHHHHrHrH 

0}co(nmcoa3a]O)a)Q)O3(oma)mo)O)cQCQa)a9Q)a}aia)mp]rammt0Q9m 

Sxxxxxxxxxxx«x><><><><><«x><><><><><><><><><><><><>< 

^^Hr^rHHr-lrHrHHr^iHrHiHrHr-lHrHHrHiHiHHrjrHrHrHHr^ 

OOOOOOOCDOOOOOaOOOOOCDOOOOOCDOOOOOOOO 

oooooooooooooooooooooooooppppppppp 



wo 2005/074575 



35/134 



PCT/US2005/002941 



ddddododddddoddddooooooooogooooggg 

QQQQQOQQQQQQQQQQQQQQQQQQQQQQQQQQQS 

oaaaoooooooaoooooooooooooooooooooo 

moBCDO!)- tooico- torn- ra- - PPPJPH'^^SS^':- 

moinstocDoa] P'::id':i':i'::;i!SS?.5.S.5.S. 

"r .x^xx^^^^^^^f^^^^^m^S^S^^ ««««««« c^ 

rHnJfflflJiflfOnjpmmfflcpmtotparatocDommrH ^ 

x<<<<<<<<<<<<<<<<<<<<<^^^'^^^^^uuuu 

HrHHrHHrjrHrjfHrjrjiHi-jiHiHf^ XHHHHHHHH 4> 



^ ^ ^ J!| 41 ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ H g g m «««««««« g g 

*Idmldld'cdrtldmTdldrt(ddmTdd"!d(dldm«Jmm{d2 

(dmmaJid<da3cd(dcdfd(da5cdcdfddm(atd(d(dfd(ddcdrt««rt<dm 
>.>i>.>^>i>^>i>i>i>»>^>t>i>^>iS>i>i>i>iN>p>^ 

gSSSSSSSSSS8SSSS222222S22S22SS22S2 



wo 2005/074575 



36/134 



PCT/US2005/002941 



ddoooddddodddooooooooooooggggooogg 

QQQOQQ9QQQQQ9QQQQQ999QQQQQSQQQQQQQ 

oooooooooooooooaoooooooooooooooooo 

mmuJUJLiJuiuJiiJiiJUjm 

CO CO CO CO coco^cococococococow 



fa <u 



saaaaaaaa|i|iiiaai^^^&&g&&&^&^^^&g 

aJ (d nJ 10 (d (0 CU nJrHHrHHrjr-jr-lrjrjrjrjiHrjrHiH 

a)(ua}a)<u(U(u<uQ)(ua)a>a)a)(ua)(U(u<u(U(U(U(ua)(i)(ua)(ua)(ua>a>(ua) 

_l-HiHiHrHrHHrHrHHiHiHrHHrHHHHHrHrHrHMHrHMiH»-^rHr^^ 
qnSHHHHHHHHHHHHHHHHHHHHHHHHHWMH 

^;H;H^;HrHrHrHiHrHHiHrHHiHHrHHrHiHrSHHrHrHrHH 

-J_^p^^^^r^^p^Hf^l^^^l^l^r^r^r^r^r^^^r^l^f^H^^HI-^r^ 
OOOOOOOOOOCDOOOOOOOOOOCDOOOOOOCJOCDDOC) 

ooooooooooooooooooooopoopppppppppp 
O4OiC^&O4OiPi&O4aicup4P4piD4p4CuoiOip4FUOi0ucucuo«oiOia«O4O4&m 



wo 2005/074575 



37/134 



PCT/US2005/002941 



6666666666066666666600000000000000 

QQQQQQ99Q9Q99QQQ99Q9QQQQQ9QQQ9Q9QQ 
nooooooooooooooooooooooooooooooooo 

S^,* --ij,-- «^|_|-* r» ^ai^ r-* "-i I-* "iM^ I* Nii^ ^Mil* *«— *W ^— ^ ^ ^ ^"-^ ^ 

©cDCDtn- Oram- mco- co- - PPP^PSPSS*::* 

.I?,^»-l{rfm(Or^rHnJ to CQ»H(U 0103(0 m - - WiHiHHr^rHrHr-j(dtOCOrHr-;rH 

(tf^dlSlOlfltD(atnolmmfflBa)profflwrom^^rtl<^<;rtHHn^lHl^ ^ 
cdisiB (0 (d Id fli Id 10 Id ^<i^^<ii'i^3'it'<St'Ct:ct^Gt!G&ee "2 



^&&&&&&&&^&&&&&&&&^&3«aaaaaaaa||3| 

©raoimoiQQ 0)03 m m en a)m mmco ^ ^ ^ ' ' ' ' ' "l^ 
Shhhhhmhhhhhh 

tQrarammto«iroa3a)mmo3a30io3mo303a)U3a3mo3mo3mcoramracpraw 

2SS2SS222S82S2SS8gSSS2SS222222 2 S22 



wo 2005/074575 



38/134 



PCT/US2005/002941 



oooooooooooooooooooooooooooooodooo 

QQQOQgQQQgQQgQQQQQQQQQQQQQQQQQQQQQ 

ooooooooqooooooooooooooooooooooooo 

LUUJLUUJLlJUiUJUJLULljmmLlJUJUJUJUJLUUJUJUJUJUJUJLlJUJllJllJUJU 
J2-C0C0C0C0(0C0C0(0C0 

oQioraa)- D}0)D]QQcoa}» coiamcooQ- uoQuiai- cotnco- cdco 
uouufd uauaoOic Oouourd uoood uuutd 66 

i-HrHrH Hj CO WrHHiHi-li-l (0 CQ CQiHrHi-li-l dJ CQ CQrHrHH (d CO COiHiH Oj CD IDH (iJ 

CDOO m N>iOOOOCD to >i>tCDOOU (d >i>iO O CD td >,>iCDCD cd SNO (d 
XUU ^XOO XUO XUO XOU X 

5,qa5 >i>*>,^55^oi >i>,>,xJX!^'rd S>i>i^^nJ >,>i>M^aJ >i>^>.'(d >i 

HH tdiHiHrHHHHE-* (dHrHrHHE-»H <dr-liHrHHH (dHHiHE"* CdrHHrH (dH 

XCDCDO XCDCDO XCDCDO XCDOCD XCDCDCDXCD 

CO- coracD- coco- co- 



(U- - XXXXXHHE-i 

(d(d(d(d(d(di— i(drdn5n}(d(d(d(d(dcd(d<iS(cl-' - - - - - 

rHiHHHrHr-i<<drHrii-|iHrHiH(drHHHHr-l (d<dnJfdn5(dC0roCDC0CQa)CD[Q 3 

(d(did(d<dn3nj(d<d(d(d«TJ(d--'----'- ^^jh 

rHrHrHrHHrH(drHrHHiHrHr-|{d(d(d(d(dfdnJ{d(d(d*d(d(d(d(d(d<dtd(dJd(d 

..... xxxxxxxri:ri:ri:ri;<<rt:ri:<<<:rt:rf:<wS3 

^^^^>>i(d(d(d(dcd(drd(dfd(d(d(dcd(d(d(d(d(d{d(d(d(d(d(d(d(d(d(d(d h^h dS 

HBHBHtdmaJrd(dfdfdaJiHr-fHHriHHrHHrHH'-''-''~<'-^'-lrHHi-liHrH dS 

xxxxxxxxrt:<irt;»^;rfirtjri:<<<rii<ri:i<<ri:ri:rt:ri:ri:rt: ^ 

(d(dfdid(d{d(d(d(d(d(dflS(dnSfd(d(dcdcdfd(dididnJfdtdcd(didid(d<d(d(d 



Xaa' 


Xaa« 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


(d (d 
(d td 
X X 


Xaa' 


Xaa' 


ns (d 
fd (d 
X X 


Xaa' 


Xaa' 


Xaa» 


Xaa' 


Xaa' 


Xaa' 


(d cd (d fd Id cd 
(d (d (d (d (d 
X X X X X X 


Xaa' 


Xaa' 


Cys 


Cys 


CO 

& 


Cys 


Cys 


CO CO 


Cys 


CO 

>t 

U 


Cys 


Cys 


Cys 


Cys 


Cys 


to CO 


Cys 


Cys 


CQ CQ 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


CO 0) 09 CO 0) GO 


Cys 


Cys 


He 


lie 


He 


He 


He 


He 


He 


He 


He 


He 


He 


He 


He 


He 


0) 0) 
fH iH 
H H 


0) 
fH 
H 


He 


<U 0) 

H 
H H 


He 


He 


He 


He 


He 


He 


(t> (!) 0) 0) 0) (D 
r-l r-i t-i r-i r-t r~i 
H IH M M H H 


He 


He 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


iH iH 
CD CD 


Glu 


Glu 


H rH 

CD CD 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


0 p 0 0 0 :s 

r-i r-i r-i r-i r-i 

CD CD CD CD CD CD 


Glu 


Glu 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


s s 

H H 
CD CD 


Gly 


Gly 


rH rH 

CD CD 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


N >i >i >i >i S 

r-i r-i r^ r-i r-i 

CD CD 0 CD CD CD 


Gly 


Gly 


Cys 


S 


Cys 


Cys 


Cys 


Cys 


CQCQCDCOCOOQCQCO 

^ 6* 6* & 6- & 




Cys 


Cys 




Cys 


09 CQ CQ 


Cys 


Cys 


03 OQ CD tQ CO GQ 


Cys 


(0 


^ ^ ^ ^ 

H H H H 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


V4 U 

^§ 


Thr 


Thr 


n 


Thr 


Thr 


Thr 




Thr 


t-» H H H 6h H 


Thr 


u 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


m fd 
OS (d 
X X 


Xaa' 


Xaa' 


(d Id 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


fd (d (d (d td (d 
fd (d td (d td (d 
X X X X X X 


Xaa' 


Xaa' 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


>i 

iH 
CD 


Gly 


Gly 


Gly 


iH iH 

CD CD 


Gly 


Gly 


rH rH 
0 CD 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


>i >1 >i >^ >1 s 

r-i r-i r-i r-i r-i r^ 

CD 0 CD CD 0 CD 


Gly 


Gly 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


S 8 8 

Qi 04 Pi 


Pro 


0 0 
U U 
04 Oi 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


000000 

>H M }H M k 

Oi Oi Oi 0« Oi Oi 


Pro 


Pro 



wo 2005/074575 



39/134 



PCT/US2005/002941 



6666666660666666000000000000000000 
QQQQDOQDQQQQQQOQQQQQQQQQQQQQQQQQQQ 

nooooooooooooooooooooooooooooooooo 

to- - oaiacDioGororo- cotncQmpo]- PPPPPi, J?? 



^ ^ ^ ^ ^ ^ ^ ^- >< o o o ^ ^ ' ^ i< d o d \^ ^ X o o o 



cDmco(ncnaJa)l^<<^flHr^l^l^lHr^lc^;(tf^^r^r^fHH^^^dlH 53 ^ 

UU >^ 1^ <a ^ <^ ^ '(^ ^ ^ <^ ^ ^ ^ ' ' ' ' -l, ^ ^ ^ '^'S 

rtrtmmcd(ti(drH^*(lSrjrjrjrjr-jrjrjmMrHHrH rK^ 



(U(U(ua}<D(UQ)(umQ}0)<u(U(U<U(U(Uoa>(ua)a)a)<])(ua}Q><u<u(i>(ua)<L)a! 

;!^HHr^l5HHHHH^^HHl^r^rHr^HlHr^Hl^H^^r^^^r^MHH^^ 
HHHHHHHHHHHHHHMWHV-IHHHHMHHHHHHHMHHH 



Soooooooooooooaoooooocj 
>,>^>i>iN>*sss>i>is>i>^>.>i>i>i>i>i>:*>:i>i>:*s>^ 

;^HfHfHH.Hl^r^HHH^^H.^r^^^l-^r^M 

o33o3o3ooooooooooooooo 

i S S ^ fi p. 3. a. fi ^. fi. fi. & & & S S S & E £ & ^ ^ ^ ^ ^ ^ ^ 





(d 


(d 


Id 


<d 




(0 


cd 


X 


X 


{x! 


X 


(d 


0} 


(d 


<d 


TV 


Al 


Al 


Al 


CQ 


(0 


CO 


CO 


>i 
L> 


Cy 


>i 
u 


>i 


<D 


0) 


0) 


Q> 




iH 


rH 


rH 


H 


H 


H 


H 


::3 


:i 






rH 


H 


rH 


rH 








a 




s 


>1 




rH 


rH 


rH 


rH 






CD 




CO 


CQ 


CO 


CQ 


>i 


>i 


>i 




U 


U 


u 


U 










1 

















rdcdmcd(dm<d(dcd(dcd«JaJaJ(da5mmm(dmfd(dfd(dtdrd(d<dcdrd{d 

oooooooooooooooooooooooppopppppppp 
££04PiCuoi0ip4C>iO4OiOiOio«O4CUP4Oiaia4CUPiPiPiaip40if3^aiCuDto«c^ 



wo 2005/074575 



40/134 



PCT/US2005/002941 



dddooooooooooooooooooooooooooooooo 

QQDQQ9QQQQQQQ9QQQQQ9QQQ999QQ9QQQ9Q 

ooooooooooooooooaoooooooooooooooGO 

LijLiJLduJLuujiiimmmmmmujmmmuummmLUUJLiJUJ 

COO) c/5 cocojocowcococococo 

mm- coioio- toco- lo- - cawroacom- ?PP?SP" 

>i>i- >i- - >i>i>i>iS- >i>i>i>i- 

H^Jala)r^^^^orom^-^Ida)mICm - - ?»-J'-i^drid!SPPdric;!c;liS^P 

(SJJA^I:; nJ-H^TiHaJrHrH (d (d (d CO CD rarH^.HBHmrHrHrHBHHrtr-;rHrH 

£555<d5435<d (didrt >,>.>,>,>,>.j^uou <oS^fJf55->Ocd^^^g 

. - - (dH(dCd(o(D(uCD(0(diuioiD(0<u-> 

idnJfdwmoiptncQ pcDrawwmmcDmrH<rdrHrjrHijfjiHjdr^ |d 

X 



idnJfdiom CD mm m mmm m mmmmmiH< rdrHr-jr-jrHr-jr-j <tHrjrjrHr-j 

(dnJfdnJnjtdidid-------- 

^dtd<d(d^Jfdrd(dfdm(dmfdaJ(d(d^d^3r^(dr^r^l-^^^r^f-j^d • ^ 

xxxxxxx^; j5<s 

(dtd(d(d(d(d(d(d(d(d(d<dfd<d(d(dcd(d(dfdfd(d(d(dai(d(didid(d(d(d<d(d fa' 

HH^i^^l^lHr^^^^^fHIHr^r^r^cHr^^^^^(dCd<dlddCd^dn^f^r^r^^^rH V 

333'<rt:rt:<<<:<:ri:'<<<'<'<'<rt:xxxxxxxx<rt;ri:rt:rt:<:<:'< pO 

£ J & & & & & & & ^ ^ & ^ ^ ^ & ^ 

Idrt'IdldTdTdldld'co'Idmrtrtldrtrt'JdJ^HH 

td td <d (d (d cd cd «d cd cd id cd id cd cd cdcd >^>*>^>^>i?^p^r^>^p^>^ 

XXXXXXXXXXXXXXXXXHHHHHBHEhHEhEhHE^HHHH 
cdtdcdcdcdcdcdtdcdcdtdcdidcdcdtdidcdidcdidcdcdcdidcdcdidcdfdcdidcdid 

mommmmcomcommmmmmmmmmmmmmmmmcommmncQmm 



(UO(U(D(UO)<U(1>(U<U(I)(D<DO(D(|}Q>(U(U 
iHiHHHrHHiHrHHi-lrHrHHHHi-lrHrHrH 
HHHHHHHHHHHHHHHWHHH 

ri?j3 0:3dd:3::i:3;3d:3:3:3:^;:J;3:i:ddj3:3:d^»0qqqqj3q 



iHHiHrHrHHrHiH 
HHHHMMWH 



rHrHrHrHrH(HrHf-IrH 

mmmmmmmmm 



Xaa» 


Id (d Id 
Id cd Id 
XXX 


Xaa' 


Xaa' 


Xaa' 


Ala 


Id cd Id 
f-i i-» i-i 
< < < 


Ala 


Ala 


Ala 


Cys 


m m m m m 

&&&&& 


Cys 


He 


0 0) 0) 
H iH iH 
H H H 


lie 


lie 


He 


Glu 


::i :3 13 

iH iH H 
O O CD 


Glu 


Glu 


Glu 


Gly 


>H >. >1 

iH i-l iH 

CD O CD 


Gly 


Gly 


Gly 


Cys 


m m m 


Cys 


Cys 


Cys 


Thr 


H H H 


Thr 


Thr 


Thr 


Xaa' 


cd cd cd 
cd id cd 
XXX 


Xaa' 


Xaa' 


Xaa' 


>i 


>t >i 


>i 


>i 


S 


iH 
O 


r^ rH rH 

CD CD O 


rH 

CD 


o 


r-i 
O 


Pro 


p p p 

V4 h V4 
(U Cn 


Pro 


Pro 


Pro 



(didcdcdcdcdcdcdtdtdcdtdcdtdidtdfdidcdcdidcdcdcdcdcdcdcdcdcdcdcdcdid 
(dtdcdcdcdcdcdcdcdrdcdidcdididididididcdcdcdidcdidcdidcdcdcdcdidcdcd 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

rHr-lrHrHrHrHrHrHrH 

CDOCDOOOCDCDCD 

oooooooooooooooooooooooooooppppppp 



wo 2005/074575 



41/134 



PCT/US2005/002941 



doddddddoddddodddooooooooooooooooo 

— — ~ — — — — 

ooooooooooooaooooooooooooooooooooo 

ujmLljmiljiijmuJLijujmmmmm^ 
COO) cowcocowcococow 

CQraram- rooaco- men- m- - PPPPJPl. j^^SPSPl- 

<5^ 

HrHrHrHrHrHrHrHrHrHrHrHrHrjrHHrjrjrjrHCdfg 

rt(U(dfU<TJidnJ(d{daJ<didnJ(tfaJ«J<dn5(dtdnJcd(d<drS(dtd 

xxxxxxxxxxxxxxxxxxx<:<<:rt:<:<<rt: 
<i)O)<U0(i>a)(Da)Q)(U(i)(uo(UQ}(i>a)(ua>a)<i)a}a)a)a>(D(u 

HHHrHHrHi-IHiHiHHHrHHHHHiHHrHHHMfHr-jrHr-j 
HHHHHHHHHHHHHHHHHHHHHHHHHHH 

_JrHrHHrHrHrHrHrHiHHHrHHHHrHrHrHiHi-HpHiHrHrHr-4r^ 

OOOOOOOOOOOOCDCDUOCDOOOOOOOOOO 

Hr^HH^^r^^^Hr^^^r^r^r^Hr^HHr-^r^^^^^^^r-^^^•-^r^M 

OOOOCDCDOOOOOOOOOCDUOOOOOCDOOOO 
©moarocDCDramooaiaiojtaffiiQraaitQCQcomcDOQionicotocD 



aJ(tf(d(d(dctfrdflJnJaJaJ(diTJnJ(dtd(dttfn3cd(dnJiOtdaJ(d<d 
(d(d(daJ(dcd»dnJ(dnJ(OalnJalnJid<dn3nJ(OtiJn3dnJn3«D<D 

xxxxxxxxxxxxxxxxxxxxxxxxxxx 

rHHrHi^rHrHrHrHrHfHiHrHHrHrHrHrHr^rHrHrHM 

OCDOOOOOCDCDOOOOOCDCDCDOOOOCDCDOOOO 

ooooooooooooooooooooooopppp 



Xaa' 


Xaa' 


Xaa' 


Xaa' 


(d 

^ 


Xaa' 


Xaa' 


Ala 


Ala 


Ala 


rd (d 


Ala 


Ala 


Tyr 


Tyr 


Tyr 


Tyr 


Tyr 


u u 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Cys 


CO 

& 


Cys 


Cys 


Cys 


Cys 


Cys 


He 


He 


He 


He 


He 


He 


He 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 



wo 2005/074575 



42/134 



PCT/US2005/002941 



ddooooooooooddddoooooooooooooooooo 

Q9QQQQQQQQQQ99QQQQQQQQQQQ9Q99Q99Q9 
oooaaooaooooooooaoooooooooooooaooo 

LUUJUJLUUJUJUJUJLULUIJJUJUJUJLUUJLULiJLULUlllU^ 



(0 d 



oawco- mm- ra- - mmmu- comu)- mm- ro 

rHiHttfmmi-jnimmidm - - miHrHfHnjmmrHi-jcdmrarHmmmjdm - - 
;[:iaj>,>i>inl>,>i - - - >i55nJ>i>,Sx:nJ>i>i>im>i>i-_^--^ 

HaJ»Hr4i-J (drHrH (0 tO (0 CO M mHHHOJrHrHiHEH OSrHrHrH (UfHrH tC OJ ftf m 03 

XXXUUO,m-, xxxuu 
ojj^^xJ flJ cd nJid >.>.>i>,>,>ijaum2S.r:5 <dSSj: cO (d (d >,>t>it>i>i 

XBtHHidCdidldi-liHrHrHrHHH XHHHHXE-iHHnJtdfdfdi-lrHrHrHrH 

XXXXOOOOOCD - XXXXOOOOO 
ldld'(dldH^HH^^»jHHN>i«d>i>>>«J«5«J^ 

commmmmmmmcQcommmfdtdrdidrdcdmmmmmmmmmmmmmm ^ 
idnJtdcdfdfdnjfdfdtdtdtdfd------""" - - 

HrHiHrHiHi-ifHr-iHrHrHi-ii-iidcdnJtdidJdid td(d idnjcdaJol (d(d(d(d<d(d<d In 

(d(d(d(d(d(did(d(d(d(d(0(d(dflS(d<d(d(d{dnS ^ 



id(d(did(d(d(d<d(d(d(d(dn} 



(d(dn}(d(d(drdfd<d{did(d(d(d(d(d(d(d<d<d(d(d(d(dfd(d 

pHrHrHfHiHrHfHrHrHi-liHiHi-HiHrHiHiHi-li-lr-lrHiHrHr-|rHi-l 



cd(d(d{d<d(d(d(d(d(d(d(dcd(d(d(d(d(d(d(dtd(d(d(dfd(d 
oDoammmcDrntotommmcommmmmmmmcommmm 

(U<UQ)a)(U<U<L)(U(l)(l>0<U(U(U(U<U<U(l)(U(l)(U(D(U<l)<l)a) 
HHrHrHrHrHi-liHHi-lrHfHrHHrHiHrHi-l»-li-4HiHHi-li-liH 
HHHHMHWHHHMH MMHHHHHHHMWWMH 

rHiHrHi-lrHfHr-Ji-JHrHrHHi-HiHfHiHrHrHrHi-HHrHiHrHi-lrH 

OOOOOOOOCDOOOOOOOOOOOOOCDOOC!) 
>t>i>iS>iS>iS>i>.>iS>iS>i>i>i>i>i>.S>iS>i>i>i 

iHrHrHrHrHrHi-trHrHrHrHiHrHrHrHHi-HHi-lfHHrHrHrHfHrH 

OOOOOOOOOOOOOOOOOOOOOCDCDOOU 
(ooommmmmmmmmmcammmmmmcomcommmm 

cd(d(d(dtdtdcdnJ(dnJ(d(d(d(dtd(ijtdcd(dtd(dnj(dn3(d(d 
(d<d(d(d(dcd(d(d(d(d(d(d{d(d(C(d(d(d(d(d<dfd(d(d(dfd 



oooooooooooooooopooooooopo 



Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Ala 


Ala 


(d (d 
^'^ 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Tyr 


Tyr 


u u 


Tyr 


Tyr 


Tyr 


Tyr 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


m 
u 


Cys 


He 


He 


He 


He 


He 


He 


He 


He 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Cys 


Cys 


Cys 


Cys 


m m m m 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Xaa» 


Xaa' 


Xaa' 


Xaa' 


Xaa* 


Xaa' 


Xaa' 


Xaa' 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 



wo 2005/074575 



43/134 



PCT/US2005/002941 



obdooooooooooooooooooooooooooodooo 

9QQQ99Q9999QQ99QQ999QQ9QQ999QQQQ9Q 
0000000000000000000000000000000000 

LULUUJLULUUJUJLUlJJLUmmLiJUJUJUJUJLUUJUJU^ 



m V3 m ' ©CO- to- - rora- (n- - m- 



(d (d 

rd (d 

_ X X X 

aii-irH(OajWrH(dcQ«){dto-- cDrHfdinaicdco-- cooioj-- -- 

>>iOCDJd>i>*0<dS>i{d>»(dn3 >iO<d>i>ia5>ifd(d SnJNcdnJ (d<d 

U XUO XUUXOrdfd O xOuXUnJfd UXUfdnJ «d<d 

.H"...".. XX .-L.^ XX XX XX 



COrMH (drHHrH (d - 

>iO XOOOXOOnJ 
U - 

}^ (d M M 



i-i(d(d<doQoicQiH(diHrHrd(dnJa3CD(D(dcd<dcoro - - - 
O (d m (d>i>iSOXOO td (d fd>i>«>ird <d (d>i>t«d(d (d 
XXXOOO XXXOOOXXXUUcd(d(d 

>,J3 1d555'!d'^'^'^S>i>i>i>i>.rt5'^5>i>i>i>i>i- 1^^^ 
MHXHHHcdidididrHi-irHHrHrH nS(dtdidHiHHr-ii-i(d cd (d (d rdcdmoQiD 
O XXXXOCDC!>0OOXXXXOOOC5O<d(drd(d(d(dSN>» 

Hmrt"n5mrtMMHMM>^nv^V4 xxxxxxuua 

^(d(drdaJcd^^^^X;cj;cj;axl(did(dtdtd(d(d(d(drd>i>i>iS>»S>i>«>i 
HXXXXXE-«HHE-*HEhE-«E-'E-« cd (d(d rd<d td (d (d <d cdr^.^Hr^l-lHr^r^l-l 

XXXXXXXXXX00C500000C 



(d cd nj 
Id (d cd 
XXX 


cd 
Id 
X 


cd 
cd 
X 


cd cd cd cd 
cd cd cd cd 
X X X X 


cd 
cd 
X 


cd 
cd 
X 


cd 
cd 
X 


cd 
cd 
X 


Id 
cd 
X 


Cd 
cd 
X 


1^ 






1 




V4 




1 


M U ^^ V^ H H 

S 5 £ S S 
H E-i Eh H E-» Eh 






H 


mmmucomtommramajmmiocomcsDQcocQGacQinQQCQCQmacoa} 


CO 

>1 

CJ 


to 

>1 
u 


CO 

& 


Id (d (d 


(d 


CO 


(d fd (d (d 


(d 


(d 


(d 


(d 


(d 


Id 


cd 


(0 


(d 


Id 


(d 


Id 


(d 


Id 


Id 


id id Id Id (d Id Id 


(d 


Id 


Id 


iH rH H 

< < < 


< 


i-l 
< 






H 
< 




s! 


iH 

< 


rH 
< 


rH 


rH 
< 


rH 
< 


rH 


rH 








rH 


r-i r-t r-i r-i i-i r-i 

<<<<<< ri: 


s! 


rH 


rH 
< 


cd cd cd 


Cd 


cd 


rd (d (d (d 


cd 


cd 


cd 


cd 


cd 


Cd 


Cd 


Cd 


Cd 


cd 


Cd 


Id 


cd 


cd 


Id 


Cd Cd Cd Cd Id Id rd 


cd 


Id 


Cd 


3 a a 




< 


1-} r-l H rH 

^ rt: < < 




rH 










rH 






rH 




rH 








rH rH rH rH rH rH rH 

3 < rf: 2 3 < 


rH 




rH 




M 

It 


u 
>1 


M ^ »H V4 

^^^^ 


}H 
>. 

E-» 




u 

H 


>i 
EH 




H 




U 


H 






H 


U 




Eh 


M Vh V4 ^ M M 

^^^^^^^ 




Cd Cd cd 


(d 


Id 


Id Cd cd cd 


cd 


Id 


(d 


(d 


Cd 


Id 


cd 


(d 


cd 


Cd 


cd 


Id 


Id 


cd 


Id 


cd cd cd Id Id id Id 


(d 


Cd 


Cd 


r^ iH iH 

< < < 






rH rH rH H 
< < < < 


rH 
< 


rH 


rH 

< 


rH 


rH 


rH 
< 


rH 


rH 
< 


rH 


rH 
< 


rH 


rH 
< 




rH 
< 


rH 
< 


n-f rH rH rH rH rH rH 


rH 
< 




H 


CO CO CO 

>1 >i >1 
u u u 


o 


CO 

o 


CO CO (0 CO 

>i >i >i >i 
o u u u 


(0 

>i 
u 


CO 

& 


03 

a 


CD 

& 


CO 

u 


CO 

u 


CO 

>1 
a 


CO 

>t 
u 


CO 

>1 
u 


CO 

u 


CO 

u 


CO 

u 


CO 

u 


CD 
>♦ 

o 


u 


CO CO CO CO CO 09 CO 

N >i >i >i >i S S 
u o u o o u u 


CO 

u 


CO 

>1 
u 


CO 

u 


Q) Q) Q) 
pH H iH 


Q) 
rH 


l-i 


a> (u 0) a> 


0) 


0) 
•H 


0) 
iH 


0) 
iH 


(U 
rH 


Q) 
rH 


0) 
rH 


0) 
rH 


4) 
rH 


0) 
rH 


0) 
rH 


0) 


0) 
rH 


rH 


Q) 


(U 0) 0) (U 0) H) <u 


0) 


0) 
rH 


0) 
rH 


H H H 


H 


M 


rH rH rH rH 
H H H H 


H 
H 


H 


H 


H 


H 


W 


H 


H 


W 


H 


H 


rH 
H 


H 


W 


rH 
H 


H rH rH rH rH rH rH 
H »H VH H H H H 


rH 
H 


H 


H 


:^ :i 0 


^< 
•H 




?J :3 3 :3 




;3 


?J 


;3 




:3 


:3 






^3 


:a 








13 


p :i :i 0 :i 0 


?J 


:i 




i-l .H i-l 

o o o 


o 


i-l 

o 


rH rH rH rH 

O CD O O 


H 
O 


H 
O 


rH 

o 


rH 
O 


rH 
O 


rH 
CD 


rH 

CD 


rH 

o 


rH 

CD 


rH 
CD 


rH 
CD 


H 
CD 


rH 
CD 


rH 

CD 


H 
CD 


r-\ r-t r-i r-i r-\ 

CD CD CD CD CD CD CD 


rH 

O 


rH 

o 


rH 
CD 


>1 >1 >i 


>1 


I-l 


s >1 >1 s 

rH rH rH rH 


>i 


>i 

rH 


r-H 


rH 


rH 






>i 

rH 


>1 


>i 
rH 


>i 
rH 


>n 
rH 


>1 


>i 

rH 


>i 


>i >, >t >i >i >i 


>i 


>1 




H iH iH 

o o o 


O 


o 


O O O U 


rH 
O 


O 


o 


O 


CD 


rH 
CD 


rH 
CD 


CD 


rH 
CD 


CD 


O 


CD 


iH 

CD 


CD 


rH 
O 


r-\ r-i T-i t-i r-i 

O O CD CD CD CD CD 


rH 

CD 


rH 

CD 


H 

CD 


(0 CO CO 
>i >i >i 

u u u 


00 
>i 

u 


to 
>i 

u 


CO CO CO CO 
>1 >1 >1 

u o u u 


00 

u 


OQ 
>i 

u 


CO 

o 


CO 

>1 
u 


CO 

«■ 


CO 

>1 
u 


CO 

a 


CO 

u 


CO 
>t 
U 


CO 

>1 
u 


CO 

u 


CO 

>t 
u 


CO 
>i 

u 


CO 


u 


COCOOQCOUCOCOCD 


(0 

o 


0) 


^ M k 

5 S 

H H H 


1 




H H H H 




1 






1 






1 










1 




1 


t^HEHEHt^EHE^H 







. O 



cdidcdcdcdcdcdcdcdcdcdcdid(dcdcd(dtd(dcdidtdcdcdcdcdcdcdcdidcd(dcdcd 
cdidcdcdcdcdcd(d(dcdcdcdcd<dcdcdcdidcdcdcd(didcdcd(d(dcdcdcdid(dcdcd 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

>,>.>i>i>^>iSS>.>.>,>i>i>,>i>,>.S>,>i>iS>i>i>t>,>,>.>,>,>,S>i>t 

rHHHrHrHrHrHrHrHHHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrH 

CDOOCDCDOCDCDOOCDCDCDCDOCDCDOCDOCDCDCDOOCDCDCDOOCDOCDO 

pppppppppppppppppppppppppppppppopo 
uuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuu 

OlDlPlDjO4p4CUO4plp4{lf0lp4D4O4CUOlCl)PUPlCUO4Cb04P4C^p4DlO4OlO4DlCUCU 



wo 2005/074575 



44/134 



PCT/US2005/002941 



ddddddoddoddddddoooooooooooooooooo 

QQQQOQQQQQgQQQQQQQQQQQQQQQQQQQQQQQ 

aaoooooooooooooooooooooooooooooooo 

mujmLUUJUJUJiIjLiJm 

S^O XCDCDO XOOO 

WrHp XJHHEHH ^^^^^^^ 

6 m^^r^r^^^rHr^r^^^r^(dmcQ^owfflr^r^^^r^ 

O «0rHiHrH.HpHrHrHr^ttf(tfrtfaJ(dR5mrHr^rH»Hr^rHfHrt 



rHrHrHHHHrHHHE^HHHttJr^rjiHrHrHrjrjB^ 

Hr-^UaUUUaJHr^r^r-^r^r^r^r^r^UU06 nJrjrHrjrHr-jrHrjHrjOU ^ 
iHEH<U(Uai<U- (DOJO)- (DO 

^ OQrHrHHiHnJmratDmraQaiaacomrHrHfHcdcDramromDararararaHH 

TOrHOOO (tfrHHHiHrHrHHfHrHrHHOOttfr^HfHiHn<HrHHf-iHH 

(Ur-HOO nJrH«HiHiHiHiHrHiHrHrHi-4HC!) nJrHrHHHrHrHi-^rHrH»HHrH IOrH 
;Jr-ia n5rHrHiHiHrHiHiH.HiHr-4iHi^rH ^J'^•Hl^IHr-^r^^-^r^r^r-^r^H m td 5 

r^ CD * XJ X ><: 

rn --------------- 

O 

^^^^rHiHrHrHHrHrHi-^rHrHrHrHiHiHrHiHrHr^r^i-HiHrHrHrHH 

BOOOOOOOOOOOOUOOOOOCDOOOOOOOOOOOOOO 

oooooooooooooooooooooooopppppppppp 



wo 2005/074575 



45/134 



PCT/US2005/002941 



oddddboooooooooooooooooooooooooooo 

QQQQQQQQ9QQ9Q999QQQQQQQ9QQQQQQQQ9Q 

ooaaoooaooaoooaaaooooooaoooooaaooo 

mmmilJLJUJmmuJijjmmLUUJUJLummm 

CO CO CO CO CO CO CO ^2'^2'^2'^2'^i^^2'52.^2'5^i^2.^2.^2.^2'52'^2.52'^2'^^2'52'^2'^2•^2'^^ 

mtOQOCQCQQQCQcoo)- oioQiDCQcoincQCDtfia]^ g}g)ffigig}aiQicQa)-- 
locDiomcQra- aamwraooroio- P^'^P^PP",.., 

^^^ x<^<<;^<^^ _x^<<ari:^^ ^^x<^'<<^< ^ 



xri:rt:<ri:ri:<rt;<rfj xrt;^:^:^:^^^:^^:^ }><jrt;ri:<rf;<ri:<ici:rf: 

i<t«tfltiii<itntMtmAiQ)g)(0g}(D(|)Q}<D(|)|]}(D(D(t)> - ~ - - - - - - - 



(DQ)(U<uo}CD<i)a)a)(i)a>(0<i><u<i)a)<U(i)a>Q)<u<t) 

H H H 

^^^^5^r3rH.HHaJ(d(dnJ(Tjmrt (flnlnJnJcd 0) (U Q).a) Q) <u (D0(ua) o) O) 

^^^ ><><j><|Kj><><J><!H:jK|><><«HHHHHHHHHHHM 
Cti (tf<U ClJ «J m (d ITJ (d JdrHHrHrHrHrHpHiHrMiHrHrHrHrHrHrHrHrHHrHH 

r^Hr^lHrHr^r^r^lHl^lHH^^l-^^^^^Hr^r^lH 

CDOCDOOOOOCDOOOOOOOOOOOCDCDCDOOCDCDOOOOOC5CD 




oooooooooooooooooooooooooooppppppp 

p4(l4P4aiC^(l<p4pljCllO)PUOl&CUO4O4Ck4DlP«Cl4Ol(l4O«O4CU04O«Pj04^ 



wo 2005/074575 



46/134 



PCT/US2005/002941 



6606666666666666660000000000000000 
QQQQQQQQQQQDQQQQQQQQQQQQQQQQQQQQQQ 

aoooaooooooooooooooooooooooooooooo 

W CO CO CO CO cocococococococococo 

>'^>r^4r^^«« B.^^^>r>r^« jo^^^^^^s "p.S'S'rtrtS?.?. 

II 1 1 1 rs .^.^|||| 1 1 s g^gg^ 1 1 g i 1 1 i s-tg- 

s&&s&iiiii&&s&aiiii&fF|||||&?iiiii 

HHfHrtjmtotfl (fled (dr-jrHm (0 njni (didcdHrt<tftdnJ«j5<5j3«5<5<g<5j5 



»^»^l^r«*t'-Sr^r.N^ .r^r^r^r^r^r^^r, — -^ ^^ ^ 

ldmrtld«JfdnJnJfdm<daJ«J«j'IdaJrdm<drt 

«$mmnjmrtmrtrtrtrt^«rt^3^5gS!S 13*322 2 22 22222 22 

2S2222S2222222222gS2SS2222SS2SSSaS 



wo 2005/074575 



47/134 



PCT/US2005/002941 



OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO 

999999QQQ99999999999QQ99Q99959Q99Q 
oooooooooooooooooooooooooooooooooo 

ujmLummmujmmujiJummmmmmmmujmuJUJLiJUJUiLJUUjm 

COCQQOOQ- 03(0(0' CQO)- CO* > (OlOQDaiCQCDtOCOtQCQCOCQ- 

HiHrHnJCDaiHHaJ(QOQ«-iaJCDCD(tfa) - - TOr^iHHrHrHHr-IHrHi-liHfdai 

10- - X^XuCyCT (DtaOQlDlOtDtDaiOQ- 



----- (d^^l-^lHr^r^lHr^C0ITJCd{O^5^0 

HHHHrSHHrHHrHrjrHrjrHrjrHHHrHrjH XHHHEh^iE-»E-« Q> 

CQrHr-(iH(dCOQ9(QtOU)(aaiCQa} 

(iJnJ nJ (d (0 (flmm (U cd (d nj nJ (d (dnJ cd cd cdnj >iHmh «J>i>i>i>«>i>«>i>»>i 

< rt: rt: < ri: rt: < < < ri: < < < a 3 < rij a < ^ 5 - ^, ^. 

ln^olQO)03^Da]tncQraco©cDcooatDmroa3^D^^OOa^r^I^lHr^r^l^r^p^r^^-l 

^JH(d^J:3j30;3j30p3j3;jp 

0)0) (1> 0)0)0)0)0)0)0) 0)0) 0) 0) 0)0) 0)0) a)0)r^CDtdiHrHrHf-li-»rHrHi-liHrHf-< 

_ _>i»dS>i>i>i>iS>s>i>i><>i>i 
:3 ;3 :3 :d ^ ^ ^33 :3ji:i:3H nJi-irHiHi-irHrHrHiHHrHiHrH 

^;^;^^;^;^;^;^;^^;^;^;^;^;^Ar^r^^^r^oxooooooooc)Ooa 
oooooooooooooooooooo 

HHrHiHHi-liHH»-lrHrHrHHr-«iHrHiHrHHrH (d ftf fd fd Cd (d<d Cttrt OJ <d *drtld 

OOOOOOOOCDOCDCDOOCDOOOCDOXXXXXXXXXXXXXX 



(DCOCOIQQQtaCQQQCnGQCOIQCOCOCOaapQ 



xxxxxxxxxxxxxxx 

nj{d(d(dcdaJ(d(d(d(dn}<d(d<d(d(dn}a}(dcQa}a)cocQcocacD(ncona)a)coa) 
<d Id td «d rd <d ca <d td cd id fd oj (d td <d aJ rd <dS>i><NS^N>»>«>iKHSS>f>^ 

xxxxxxxxxxxxxxxxxxxauuuooouaouuuoo 

(dfd<d(dnjn{cdfd(d(d(dcd(dcdcd(d(d(d(dfd(d(d(d(did[dcdcd(didcd(d(d(d 

r^Hr^^^fHHr^•Hr^l^l^.^H^HHP^rHr^lH•HHr^f^r^r^r^r^^^H 

00OC9O00O00000O0O000O0000O000OC5OC90O 
oooooooooooooooooooooooppppppppopp 



wo 2005/074575 



48/134 



PCT/US2005/002941 



ddboooooooodbddooooooooooooooooooo 

QQQQOQQQQQDQQQQQQQQQQQQQQQQQQQQQQQ 

oooaoooooaoooooooooooooooooooooaoo 

ujLUUJUJUJUJUjmmmmmmujmmmmujmm 



<drHrHrirHiHrHnJ<dfd<dcdoJltirjHHrHrj(dnJ(tfnjfd«JC^ G^ 



COQQ(0- CQ(Q> QQ- 

HO idrHi-li-lf-lrHi-li-lrHHHH lOHrHi-lrHrHrHi-lr-lrHH |5 tti d tO (C ^ ^ J m 

w xhhhhhhhhhhhXmwhhhhhhhh '5<55J5SS555 

5 SHHrHrHHrHrHfHrHrHHnJnJOj'ijmld'"^ 0) 0) 0) Q) 0) Q) 0) <U 

OXOOOCJOOOOOOO ftf (linJ (d(d (d td Cd (d idfdldr-lrHfHHrHrHHrHH 

lda5mTdldmTd'(dTd'Idm'(d'cd:3;:»p:3:3:3 

(d td td (d<d cd (d (d td id td td (drHrHrHrHrHrHrHHiHiHrHrHrHrHHrHrHHrHHrH 

OOOOCDCDUOOOOCDOOOC30000C50000000000CDOO 

rtcdoJtdtdtdtdtdtdtdrdtdtdPcJtdtdtdtdtdidnJidtdnJtdtdtdfdtdtdtdrttdt^ 

{dctf(drdcdtdtdcdidtd(dnj(dnicdtdtdtdtdcdasrdtdtdtdtdtdtd(dtd(d(d(d 

><><><«><><><><><><!><><><><X><><X><><><!^><X><i><X><«><><X><>< 

(tf(d(d(d<dcdctf(d(d(d(d(d(d(d(d(d<d(d(d(d(d(dctftd(d(d(d(dcd(d(d(d^j 
(d(tfni(d(dcd(O(tiaS(dd(d(d(d(d(d(d(dn}(d(dd(0d(Da)(d{d(D(o(O(d 

OOOOOOOOOOOOOOCDOUOOOOCDCDOOOOOOOOOOCD 

oooooooooooooooooooooooooooopppppp 



wo 2005/074575 



49/134 



PCT/US2005/002941 



dddddododooddddooooooooooooooooooo 

QQQQQQQQQQQQQQQQOQQQQQQQQQQQQQQQQQ 

oooooooooooooooooooooooooooooooooa 

mmujmmujujujiiiiiiiljm 

(0 CO 3> CO CO cocococococococococow 

CD- mmoimcQtDioa)- mmtQoacQOja)- mmmramra- PPP^ 

crs d'&&&&&&&S &&&&&& S ^^d-d- 



g^FS^^^^^^^^s^^^^^^^ssaiiiiaaaaaa 
aaaSaaaaaaaaaii-raaiai^&^&&&&&^^&&& 

a)(UQ)(u<U0(U(Da)(U(u<i>O(U(U(D<i)a)a)Q)a>cua)a}(i}a)(i)(UQ)<i)(UQj(i>a) 

CnHHHHHMHHHMMHHHMHHHHHHMHHHHHHHHHH 

oSooOOOOOOOOOOOOOOOOCDOOOOOOOOOOOOO 
ooooooooooooooooooooooppppp pop poop 



wo 2005/074575 



50/134 



PCT/US2005/002941 



oooooooooooooddddoodoooodddddddood 

9099900900099009990099099009099000 

ooooooaooooooooooooooooooooooooooo 

liJLUUJLlJLUmiXimLiJLUIIJLJJLULUIIJUJLiJlJJII^ 

0)- totnmcD- coraw- oaco- w- - iDmcQoitDCDaicDDaoi 

XUU XOU XUU XUUXU(0CTJ O 

CO- - HXXOuO cDcotomcacncDco- 

OlCQQcdOaWOlCO----- ^Dn^^^r^r^r^r^.H(aD!)^D 
nJro------ aJrHrHHriiHr-l<oflBro(0 

flJnJtd rcmtdidrd oJ aj «JaJ cdrd tdnJnJctf nJ (d (d id (drHBHHHHidnHr-irHiH 

rd^d^^^-j^-^^^^^r^IHrHr^r^r^r^Hr^^^fHlHr^^^^^^^lSl^ Xrf!<»it!<^ 

><!><rt:ai4:ri;f<<<rf:<rt:ri:rf:ri:3arij.<ri:ri;rf:i<^(0(dfd«d- 

(d(dn)(d(dnl(d(dn)cd(d(d(d{d<d(d(d(d(d(d(d<d(d^^«4!^f4!(d^^^>iKS 

HiHrHiHr-frMrHrHiHr-JrHrHfHr-ii-lrHHnHrHrHrHiHi-lEH XE^EhHHEh 

mrHMtdtOCQCDCOlODQCQ 

(d(d(d(d(dfllnicd(daJ(dc0d(0(did(daJnjn5at(dn}SMM(dNSS>^>^ 
Hp^r^r^H^^l-^fHr^l-l1-lr^r^^^Hf-^r^r^•Hr^H^^r^u xOOuOOOo 

(UrH(d<Da)(ua)(U<ua>a) 

tQCQajraraOJOaa COtOOlCQroaiCOmiQMroiQCD CQ mrHOmrHiHrHiHiHr^rHr-l 

uuuuuuuouuouuuuuuuuuuacj - 

MiHHHiHiHrHrHMrHr-IHrHrHf-lrHi-lrHi-lrHr-lrHHOXOOOOCDOOOO 
HHMHMMWMHMMHMHHMMHMMI-iHH 

;3 :i 0 :i 0 :i 0 :i :i :i :i :s :i ^ ::s :i :i :i :i 0 :i :i :i l[i l[i Iji 1^ Ifi 1^ 1^ la '([i It la 

MMrHiHr-lrHrHrHi-lrHrHi-trHrHrHrHrHrHrHi-tiHrHe-i Jd »d Cd (d td (d nJ Cd id OJ 

oooooaououoooooooooooooxxxxxxxxxxx 

>,SS>i>iS>i>«i>.>i>>,>i>«i>i|s>i>i>,>,>.>,>,- 

HHHi-IHHrHi-4iHrHr-IHrH»-li-IHHHi-liHiHiH fd (d <d rdfd td Cd td (d id Cd id 

UOOOOOOOUOOOOOOOOOOOCDO^^r^id^^i^rt^mrtd 

(d«J(d <d (did (doJnJ (dnjmnJ idmojldflj idldnjid >i>i>i>i>i>i>t>i>i>i>t>i 
(dfdcd tdidididfd (did id ididididididrd id id id (drHi-irHH«-4rH«-ii-ii-irHiHrH 
XXXXXXXXXXXXXXXXXXXXXXOUOOOOOOOOOO 

id<did(d(d(d(d(did(d(d(d(d(didid(d(diCid(d(dtd(did(d(d<d(d(d(did(d(d 
id<d(d(did(dtd(d(d(d<d(d(d(did(d(dtd(did(d(d(dnJ(d<d<did(d(d(d(d(d(d 

u u u 
si xi 

H H B 

OOOOOOOUOOOOOOOOOOOOOUOOOGOOOOOOOO 

0000000000000000000000000000000000 



HHE-iE-*lHHE-»HHE-«HHhiHHHEH£HEHHHE-i£-«HHHHHBHH 



wo 2005/074575 



51/134 



PCT/US2005/002941 



ddbooooooooooddooooooooooooooooooo 

9999Q9999999Q99999999999QQ999999QQ 
ooooooooooooooooooooooooooooooaooo 
LUumLumuJLUuujLijmmLiJLummuJUJLijmLiJLUUJUJUJUJLiJUJUu^ 

e?s s &&&&&&&& 

nJ CD CDHi-liHi-lr-li-IHfHiH (d 10 WiHi-IHrHiHi-irHrH (ti M CQiHiHi-lrHpHHrH Oj 

nJ>i>iOUOOOOOOO «J >i>iOCDCDOOOOO nj StsOOCDCDOOO oJ 
XOU XOU XUU ...^ 



r^Hr^^^r^r^r^r^»Hr^lHr^r^r^lHHHr^^^r^r^r-^r^r^^^r^r^Hr^lH^^lH^^H 

OOOOOOOOOOOOOOOOOOOOOOUOOOOOOOOOOO 

r^•Hr^Hr^r^^^r^MlH^^^^r^r^r^^^Hl^l^r^r^^^^^rHrH^^^^r^r^r^l^r^r^^^ 

OOOCDOOOOOOOOOOOCDOCDOOOOOOOOOOOOOOOO 

oooooooooooooooooooooooooooooooooo 



o 



rHHrHt^HHHEHHEHH ^Jr^r^HHE-•t^t^E-^EHE-» nJHHrHE-tBt^HHH 
OOO XOOO XOOO XO 

mcoucQiorocQ- racooacowin- coracomp)", 

Phh XHEhHE-< XJE-'E^EhEh_^_^_^_^ xhh 

(dtdtdnJnJ- nJnJ^dtd- rdcdid- 

(d(tf Jdr-ff-irHrHrH Ctf (dflS (d <did (drHiHrHiHtdldfdflJ Id <d (drHHrH (did* (d Id 

id<dfd>i>^>iP^id Id (did ididid id>i>t>iididid(d njid td id >t><<d ididcd id id 

<<< x9^^<3'^i^ xrf:<rt:<riirf:<: x^iriirfi^riiQ^^s 

ram- m- - ' 

(d(dtdKN>iid(d<d(d{d(d id (didid^Nidididid idtd tdidididididididtdididid 

totQcQHidiotoioattQiQcotoaiairdODCQiQcocQCQCQtoa} - - - > - - - - - 

xxxxxxxxx 

(U(i)<uida)a)Q}a)Q)iu(u<ua)Q)-^ - - - •> - * - - - 

iHHrHldrHrHrHrHrHr-lr-41-lr-lrH fljldldldldld (dtd <d OJ (dm 0) CD D) 0)0)100) TO 
MHHXHHHMHHHMHM Ojld Idldldid idfd (d Id Id >i>i>i>i>i>i>i>i>n 

^^^xxxxxxxxxxxuouoououu 
fHHoJnjRjnJaJnjIdRjmnjidrt a>Q)Q)(DQ)(U a)(i>(u<DO)a)(Da)<ua)(U(u<u(i) 

CDOld Idldid Id id id id id (d id fd^^r^r^r^H^^^^^^r^r^Hr^^^r^r^r^r^r^Hr-^ 
XXXXXXXXXXXXHHHMMMHHMHMHHHHMHHHM 

1dflJ0:^:d:J=J;a:iP^P:3;3j3;3?3;3^:3:3:3j3;i;d3^J:3^;qj3:3^^ 

ldldHr^r^I^Hr^r^HH^^rHHr^r^r^rH^^r^r^^^lHr^^^r^^Hr^^^r^r-^r-^r^l-^ 

XXOOOOCDCDOOOOOOOOOOOCDOOOOOOOUUOOUOO 



wo 2005/074575 



52/134 



PCT/US2005/002941 



ddooddddoododdoooooooooogoooogoggg 

OQQQQQQQQQQQQQQQQQQQQQQQQQQQ^QQQQQ 

oooooooooooooooooooooooooooo'dooooo 

MjmmUJUjSuJUjiiJLULU 

W (Ocococococococococow 

(Q(DUCQ<- OQCDO)- C003- ..,Pl.,.,t'Li. 



Hri2l<(tfHHHrHrHrHl<(0HrjHrHrHfH(tfHij ^ 

(Da)ajQ)aj<u(D(D<uaj<u(ua)(ua)0(D(u<ua)(ua)(D<u<u(i>©a)<D<u(UQ)tt)a) 

^H^^r-^r^^^r^r^rH^^l^HlHr^r^r^r^Hr^^^^^l^r^^^r^^^HrH 

HHHHHHHMMMHMHWHHHHMMI-IHHHMMHHHHHMHH 

^;^;^^;^Hf^rH.H»Hr^rHHr^HHM^^r^r^HHf^^^r^l-^ 

OOOOOOOOOOOOOOOOCDOOOOOCJOOOOOOUOOOO 

P^H^HH^^^^r^H»HH^^l^HHHr^H^^r-^r^HlHl^r^^^p^^^^^r^^ 

SoOOOOOOOOOOOOOOOOCDOOOOOOOOOOOOCDOO 

&d'&d'&&&&6'd'&d'a*&d'6'&& &&&&&&&& & ^^d-^^^-fi- 
SS2S22a2S2SS2SS22222SS22SSS2SS2SS8 



wo 2005/074575 



53/134 



PCTAJS2005/002941 



QQQQ99QQQQ99QQQQQQQ9Q99QQQQQQQQQQQ 
oooooooooooooooooooooooooooaannooa 

^ ^ X X X O O U mmiDBiiDBini- ^ eQoifliminoi-^ 

EHH(d(ltnSn)rHr-lrHrHrHiHF< XE-lREHH b3t<£! 



rarHfdCQCQDDCOOQtOQOCQCQajfdCQCDtOminQQCQ 



uuuuuoouooaa 

HHHMHHHMMMHHXXXXXXXXXXXXHMHMHMHHHH 

?J3;3p;33:^:3::ij3:3 



wo 2005/074575 



54/134 



PCT/US2005/002941 



oddooooooooooooooooooooooooooooooo 

QQQQQQQQQQQQQ999Q99QQQ9QQQ9QQQQ9QQ 

aooooooooooooooaoooooooooooooooooo 

ujLULijiljuJUJLiJiuujmujLULijmmLULijmmmm 

(QCQ tOCOtDCOCOa]- COCOCQQQCOtQCn- COQOCOmtOtn- CQ(0CQU>02 

S &&&&& 

"CQC/ltQCD- CQtQOTD)- OBCQCQ- CQIQ- 



p p y ^^^^^ l^fHHHEH XHHtHtH^ XHH 

aalaa33aa3a^S|iaSi"ai^^&&&&&&&^&&&& * 

O It (IJ « m CO to nJ nJ nJrHHrHrHrjrjrHrjrjiHrjr-jrjrHrjiH 

a)a)a)a)O(i)(i)Q)a}(U(ua)a)a)a)0a)(UQ>(U(U(i)a)<i>a)a)a)(D(U(ua}<i)a>(i) 

fHHHr^^^^^l^l^rHr^^HH^^lHr^HHlHHMr^^^r^r^r^^^^^r^p^r^r^H^^^^ 
HHHMHHHHMMHHHHHHHHHHHHHHMWWHHHHHHH 

335o3o333ooooooooooaoooouooooooooo 

p^,Hr^^HHHl^^^^^lHI^^^r^. r^f^lHr^p^^^l^•HlHlHlHr^r^r^l^^^^HfHr^^^ 
330OO0OOOOOCDO0U00OOU0a0C3O0O0OOO00U 

;7^HHH»HfHfHfHiH»H r-lrHrHrHrHr-lrHiHHiHHr-liH rHrH r^M H rHrHrHrHrH 

OOOOOCDOOOOOOOOOOOOOOOOOCDOOOOOOUOOO 

oooooooooooooooooooooooooooooooopp 
p40ip404CbDjcuo<cuo4040jp4p404aiOip40tOiaiCU(iiOia4a40iOi04a«piP40iOi 



wo 2005/074575 



55/134 



PCT/US2005/002941 



OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO 
QQQQQDQQgQOQQQQQQQQQQDQQQQQQQQQQgQ 

oooooaooaoooooooaoooooaooooooooooo 

LULUllJLiJlJJLlJlllLULULUUJUJLULUUJUJUJLUUJUJIllUJ^ 

X X X . X X X ^^^^^^^^ ^ 

(DtOi-lrHrHmrororHrHnJlOtDrHtdCDCOCdW - - B»r-lr-<r-*i-*iHrHHrHnJinCD 

OU XJUU ><00 XOOX}On5r[J O uu^v^ XOU 

ODOJCdtDWlDtO-----* CnrHr-irHrHrHnJlDOltOCQai 

(d------ mHrHr-|rHnJ(daJ<dnJ«d(0 ^ 

(dajmfl3n5(drt5aJrt{«m(d(d(d<daJ(0(tfm(dmmrHHHH(OHr^HHrHrH 

(di-lrHi-trHiHrHrHHrHrHrHr-l»-4rHiHiHpHrHrHi-lrH< X<<<<;ri;rt3rf; C^VO 

CDtdCOCDmOQailDODCQU)- 

mnJnJ nJ (d nJ«J co oJ td fd cd td nJ (tf(d id <d nJ nJ (d (d 

iD(O(DiDQia)coa)coma)mcDD0cau}CQC0QQm(OCQ(d(d(dcd(d(da5(d<d(d(dcQ 
ouuuuuouuuuuooououuuuuxxxxxxxxxxxu 
(i)(i)<i)(UQ>(U(i)(ua)(U(U(i)a>aj(i>(U(Do<u(D(u - - - - - " - - - - - - - 

iHHHi-lrHrHrHrHHi-lrHiHHrHrHrHHrHHiHr-l (d Cd OJ (d td fd(d(d(d(d(d (did 
HHHHHMHHWHHHHHHHHHHHH^««amrtm(drtrt^rtg^ 

aild«aJ«}n}nsctldal«'cdm'idld (uoo) o) (U a)a)(i>(D 0)0) (OO) 

(d(d(dld(d td tdtd tdtd td id tdtd Idtdtdtdtdtd Idr-li— irHrHrHiHr-HrHrHr-Hi— IrHrH 
XXXXXXXXXXIXXXXXXJXXXXXHHMHHWMHHHHHH 

l^Hr^r^r^^-^^^r^H^^r^^^^^l-^r^r^^^l-^r^^^^^r^r^lHr^Hp^r^r^r^r^HHH 

OCDOOOOOOOOOOGOOOOOOOOOOOOOOOOOOCDOO 

S>iS>.S>n>i>i>i>i>i>,>,>t>i>.>i>i>.>*>t>i>,>iS>iS>^>i>.N>^ 
iHHHrHHHHr-4rHMrHHr-tHrHHtHrHi-*rHrHrHrHiHi-!iHi-ii-lrHHrHHr-iH 

td(dtd(d(d(dfd(dfdfdcdtdtd(d(dtdtdfdididns<d(dtd(dtdtd(dfdfd(dfdtdtd 

^HHr^^^r^r^^^r^r^r^r^r^IHr^^^p-lr^»^r^r^r^r^r^r^rHr^r^Mf^r^f^r^r-^r^ 

CDOOOOCDCDOOOOOOOOOOOOCDOOOOOOOOCDOCDOOO 

oooooooooooooooopooooooo pppppppppp 

(liQiDiCUp4OiPUPUO4fliCUtIiO4OiOifliCUfti0iaiCliOiO4p4Oi(l4PUP4f^M4 



WO 2005/074575 PCT/US2005/002941 

56/134 



0666666606666066666660000000000000 
OQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ 

nooooooooooooooooooooooooooooooooo 

{oromtooiaaoow- mtDoitflcotQoi- PPSPSPPP'L ^ ^ ^ ^ ^ 'l* 
0000000 nj>,>,000000rt>.>.00000 ^>'>'C)000«^^ 
tocoiDtoai- . . P»«P-. , ... PSP?':^,. ,, I. ., S?^~ 



aa3a3aa33iiiiaaiSa&&^&^^&&^&&&&&^& 

nJrtdrtrt.rtrtldnJrtitdld'tdrtldrtajmm 



SS2g2SS222S222S222222S2S2a2222 2 22S 



wo 2005/074575 



57/134 



PCT/US2005/002941 



o o o o o 


O 


O 


o 


O 


O 


o 


o 


O 


O O 


O 


Z Z Z 2 Z 


2 


z 


z 


2 


2 


2 


z 


z 


2 2 


2 


Q Q Q Q Q 


Q 


G 


D 


Q 


O 


o 


O 


o 


a Q 


Q 


O O O O O 


O 


a 


O 


O 


a 


a 


o 


a 


o o 


O 


LU UJ LU LU LU 


UJ 


LU 


LU 


LU 


LU 


LU 


LU 


LU 


LU LU 


LU 


(0 CO CO CO CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO CO 


CO 



(OrHrHrHHtdrHrHiH OjrHrH Oj nj CO CQ I0r-IEHHE-»HBH fdi-liHr-JE-«E-<H 







& 


(d 




>i 


(d 




(d 








U 




(d 




o 


(d 




(d 












X 






X 




X 


























CO 


rH 




GO 


CO 


Td 


CQ 








00 




O 


fd 






(d 




(d 


"Id 






O 




X 


O 




X 


a 


(d 


(d 




u 














X 


X 






>i 


(0 


>i 


>. 


















rH 


iH 


(d 


nj 


"td 


CO 


CQ 


CO 




o 


x 


U 


O 


(d 


(d 


n3 








O 










X 


X 


X 


u 


u 






nj 


Id 


fd 


"id 


>i 




>t 






>!• 




(d 


(d 


(d 




i-i 




rH 












X 


X 




O 




O 


o 


O 


CD 




hr 


hr 


hr 


hr 


hr 


hr 


hr 


hr 


hr 


hr 


Cys 




E-« 


H 




H 


H 




H 


H 




(d 


00 


m 


CO 


CO 


0} 


CQ 


(Q 


CQ 


CO 


CO 


rH 



........ ^^^i3&&£?&&^'^'^ 

XXXXXHE-«HHHHE-iHHE-< (d(d(d- cd<d- 



O 00 



<dj>ir>*cdcd(d(dnJ(d(d(d>i'cJnJ 

(d(d(d (d (d rd (d(drd OJCd m tdtd (daJldtdtdidrnHHtdrHrHrHrHHrHrHH (drH 

(d(d(d(d(dfd(d(d(d(d~~*-*- m 

HHHHHHHHHHH^HH*^H^^HH'-''OrHrHrHiHrHrHrHH{dCd(d(d 

cd(dtdnS(d(d(d(d(d(d(d(d(d(d(d<d{d(d(d(d(d(dcd(d<d(d<d(d(d(d(did(d(d 
':jdrjr3':i'tirjd'd'd'^rldrldrl'i^'-!'-! ^ ^ ^ ^ ^ ^ ^ ^ (drHrH,Hr-H 
<rt;rt:ri:i<ri:rt!rt;rt:rt;ri:<:ri:<rf:^^<<rt:rt:xxxxxxxxxx<<<rf: 

COCDCOCDCOCDCOCaCDCQODOQCQCnCQCOCOCOCO------- - - - - -- -- 

SSSS>^>>>i>i>^N>i>^>^>^i>t>i>i>*a3 (d (d fd (d (d id as (d (d (d m rd m id 
UUOUUUUUUUUUUUUUUUU(d{dnJtd(d(d(d«J(d(d(d(dtdrd<d 

XXXXXXXXXXXXXXX 

a)(d<d(d(d(d(daS(d(d(d(d(d(d(d(d(d(d(da)cQa9cococQtocQco(DCQO)(fif)}CQ 
(drd (d (d<d cd (dcd(drd(d(d m m id(d(d(d(d>iN>i>>iS>i>>i>*«SS>i>i>iS>i 
xxxxxxxxxxxxxxxxxxxuouuouauuouuuaff 

<UQ)(U(U(uoa)(U(U<i}(ua)(i)(U(i>(i)<u<U(i}a)(U(i)(D(i>a>(U<i)(ua>(i)<u<i)<i><u 

i-lrHrHrHrHrHrHiHrHiHrHHrHrHrHrHrHHHi-lrHHHrHrHrHi-lrHpHrHrHi-liHrH 
HHMHHWWHHHHHHHHHHHHHHHHHHHMHIHHHHHH 

c:!rirfriri'^•^'*^•d•~''^•~•'~^'~^'~^•^•-^•-''-••-^'-^•-^^^r^rHr^f^Hr^r^r^r^ 
OCDOCJCDOGOOCPOCPOOCDCDOCJCDCDOOOCJUOOOOOCDCDOO 

'^'^'^'^'^'~''~''~''~''~''~*'~^'~^'-^•-•'-••-^'-''-^r^^^r^r^I^rHrHHHfHHr^r^rH 

OOOOOCDOOCDOOOCDOOOOOCDOCDOOOOCPOOOOOOOO 

QOCQCDCDCQCQCQCOCOCOCQCQCOGOCOCOCOCQCOCQCQOOCQOOCQCQCOCQCOOacOCOCDCD 

HHHE-«HHEhHHHE-»HHHHHHHHHH£hHHEhHHHHHHHEhE-« 

d'^ridr!r;i'^'^'^'~''~''-^*-''-^'^'-^'^'H'-*rHHrHrHrHfHiHrHrHHHi-HiHrHrH 

OCDCDOOC500000C50000000CDOOOC50000000000 

pppppooooooooooooooooooooooooooooo 



wo 2005/074575 



58/134 



PCT/US2005/002941 



6666666666666666666000000000000000 

DQQDQQQQ9QQQQQQQQQQQQQQQQQQ9Q99QQQ 
5000000000000000000000000000000000 

coco CO CO CO CO CO cococococococococow 

CDtDCOCD- ©(DWOOmTO- 03(00)00)- ^PJP^'L 2.5. 

itfU)oaiorDrorHrH(tfmmio««H|gmtpmrarajgroroiQm 

hffpEHKcamrtCdtdCttCdmrjrHfHrjrjrH g 

ai(n(ii(ua)<u(ua}a>Q)0}d)a)a)<D(U<u<u<ua)<ua>(U<ua}(U(Da)(ua)a>(ua)(U 
;!i;5;!^;^H^^r^Hr^IHHHr^Hr^lHH^^r^•Hl^r^HHH^^r^r^Hr^r^r^f^ 

nHHHHHWHMMHHHHHHHHHHHHHHMWWHHHWMHH 

S28SgSS2222SaSSS2SSSSSaS2SSSSSaS2S 



wo 2005/074575 



59/134 



PCTAJS2005/002941 









O O 


o 






2 2 


2 2 


2 


Q Q 


Q 


Q Q 


Q Q 


Q 


O O 


O 


O O 


o o a 


UJ LU 


ID 


LU LU 


LU LU 


LU 


CO CO 


CO 


CO CO 


52. 52. 


CO 



2222ZZ222222Z2Z22ZZ2 




nJnlnjfljfddJ- - - - - - - - - ~ - - - » _ 

XXXXXXXXXXXXXXXXXXXXXXXXXXXX 

«])0a)(ua)a)a)a)(U<u<u<u<u(U(U(Da)a}d>a><uo(u<D(ua;a)<u(Da}(U(D(D(u 

HHHHHHHHHHHWHHHHHHMHHHHHMHHI-IMHHHHH 

SSSSS88S2SS2S22aS22SS22SSgSSSBSSSS 



wo 2005/074575 



60/134 



PCT/US2005/002941 



6666666666666666666OQOOOOOOOOOOOOO 
QQQQQQQQQQ999QQ9QQ9QQQQQQQ99QQ99QQ 

mmmmmroromOToacQwmcooorammrHrtimrHrHrHHfHrjmH ^ 

•^^ mmmmmmmm---'-'--'-^^'^ 

mmmmmmmmmmmmmmmmmmrjmrHiHrjrjMnHmmmmmm r^_^ 

mmmmmmmmmmmmmmmmmmmmmmmm'mmmmmmmmmm P^tS 

-^-^-HHiHHiHHrHHf--ti-ii-lrHi-ir-)i-''-l(^ moJ mm m mmHrHrHHrjrji-jrH « 



mmmmmmmmmmmmmmm |h v^ m m m m >^ h!!i!^.fclli!i 

m m m m m m m m m m m m m m m m t«>^>^>^>>^>^>>>>:*>Z:* 

mmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmm 
a)a)a)a)a)(U0<UQ}a)(ua}Q)(U(ua)<ua)(UQ>(u<ua>(D(ua)a)Q)(U(ua)Q)<i><u 

mmmmmmmmmmmmmmmmmmmmmm 

^HrH^^lHl^r^r^lHr^.Hr^r^r^.^^^r^r^r^l-^r^^^^^r^ 

UOOOOOOOOOOCDOOOOOOOOOOOOOOOOOOOOOO 
oooooooooooooooooooooooooooooppppp 



wo 2005/074575 



61/134 



PCT/US2005/002941 



ddddddd dbdddddooooooooogooooooo^ 

QQQQQQQQQQQQQDQQQQQQQQDQQQQQQQQQQQ 

oooooooooooooooooooooooooooooooooo 
<^ w wcocococococococow 

OEQOQCQ- laOQO}- QUtQ- 01- - 0)COa)D}D)- (Qtoai«)- 

,^r^IHmcotDrHH(dmmlH(tfraro<^5co•--^ SP':^ri^;!^^!SJ5?ririri!SS^5 

>SHEHF!PxPt«HttfcdnJ«JHiHrHr-tH.HH XE-iEhEhH 
njoaoiojiD"---- flirH(doiairap3co(dpajU)co- 

^ o 

xxxxxooouuuijuuuOuuuo xxxxxxo 

rd(dnJcd<dnJ(dnJn3(0(tftdid(dn5n5(dnJfd(TJ(ti(dfditJtCnlaJ(daJnJ(d<d(d<d 
(d(0(dnjrd{d(dcdaJ<dtdcdcd(daJ(d<daJrd-'-"--'-" fM'S 

s!5!;3;335!;3s!3!3s!5!Ss!5!35!s!s!3|| III mill III | 



(d (d (d (d 
(d (d (d (d 
X X X X 


(d (d 
(d (d 
X X 


(d 
Id 
X 


td (d 
(d (d 
X X 


fd 
(d 
X 


td fd 
Id (d 
X X 


(d 
(d 
X 


fd fd (d (d 
fd fd td (d 
X X X X 


cd 
fd 
X 


(d 


cd 


Id 


fd 


<d 


(d 

rH 


cd 

rH 


cd 

rH 


cd 

rH 


cd 

H 


cd 

rH 


(d 

rH 


cd cd <d 

r-\ 


cd 

rH 


(d 
X 


rH 


rH 


rH 
< 


rH 
< 








< 


< 




< 


< < < 


< 




^ 


^ u 


u 
>n 

H 


M U 


H M M M 


u 

Eh 


U 
>i 
H 


>i 

Eh 


Eh 


U 

H 


£h 


M 
EH 




u 
>t 

H 


}H 
>i 
Eh 


>1 

Eh 




EH 


U U U 


£h 


(d cd cd (d 

rH H r-j H 

< ri! 


(d (d 

H H 

< < 


(d 

< 


Id (d 

rH rH 

ri; < 


(d 

rH 
< 


Id (d 

rH rH 
< < 


(d 

rH 


(d Id Id (d 

r~i r-\ r-l 
< < < < 


(d 


cd 


fd 

rH 
< 


cd 

rH 

rf: 


fd 


(d 

rH 
< 


cd 

rH 
< 


Id 


Id 

rH 
< 


fd 

s! 


fd 


fd 

rH 


cd 


cd cd Cd 

r-i r-i r-i 
< < < 


fd 

s! 


CQ 0) CQ (0 CQ to 03 


CQ (Q 
>» >l 
U U 




(Q CQ 


(Q CQ CO (Q CQ 


u 


tODQtOCOtQCOtnCQCQ 

& & & & & 6" & e? & 


m 
U 




CO 

>t 
u 


CO 00 CO 


CO 

& 


<i> 0) GJ 0) 


0) (U 


Q> 


d) 0) 


0) 


0) Q) 


0) 


0) 0) 0) a) 


0) 






0) 


0) 

rH 


rH 


rH 


0) 
rH 


d) 

rH 


<u 

rH 


0) 
rH 


0) 
rH 


a> 

rH 


0) (U <u 

rH rH rH 


o 

rH 


r-l H i-l r-l 
H M M H 


r-l rH 
H H 


rH 
H 


rH rH 
H W 


rH 

H 


rH rH 
H H 


rH 
M 


rH rH rH rH 
H H H H 


rH 
H 


rH 
H 


rH 
H 


rH 
H 


H 


H 


M 


M 


W 


M 


H 


H 


H 


H M H 


H 


:i 0 0 :i 






:i :i 


:i 




:i 


^ 0 0 :i 


:i 












^3 

rH 


:i 

rH 


^3 
rH 


rH 


:3 

rH 


;3 

H 


i-H 


P 

r-^ r-^ t-A 


J3 

rH 


r-i t-i t-i 
O O O O 


rH iH 
CD CD 


H 
CD 


H rH 

O CD 


rH 
CD 


H rH 
CD CD 


iH 
CD 


r-{ r-\ 
O CD O O 


rH 
CD 


H 
CD 


rH 

CD 


rH 

a 


H 
CD 


rH 
O 


CD 


CD 


o 


CD 


CD 


CD 


CD 


CD O CD 


O 


S >i >i >i 


>. >l 




>i >i 




>i 




S S S >t 


>i 




>i 

rH 


>, 

rH 


>i 

rH 


>i 
rH 


>i 

rH 


rH 


>1 

rH 


rH 


>i 

rH 


>i 

rH 


>i 

rH 


N >i 
rH rH rH 


>i 
rH 


iH rH iH 
O O O O 


CD CD 


CD 


H H 
CD CD 


CD 


H rH 

CD CD 


rH 

CD 


H rH rH rH 

CD CD CD O 


rH 
CD 


H 
CD 


O 


CD 


a 


CD 


CD 


CD 


O 


CD 




CD 


CD 


O CD O 


CD 


0) to tQ OQ 


tDOQCOCQODODCQCOD} 


10 CO CO tQ 
>^ S >. >i 

U CJ u u 


(0 

& 


CO 

>, 


(0 
>i 

o 


0} 
>i 

u 


CO CO CO CO m 


GO 
U 


CO 

& 


CQ 
>t 

U 


CO CO CQ CO 

&&&& 


CO 
>i 
O 


flj (d (d id 
(d (d <d Id 
X X X X 


(0 (d 


(d 


(d (d 


(d 


(d (d 


(d 
(d 
X 


Id id (d (d 


Id 
fd 
X 


(d 
(d 
X 


(d 


(d 


fd 
fd 


to 
(d 


fd 
fd 


td 

(0 


fd 
fd 


fd 
fd 
X 




(d 
(d 


!§ 


fd fd fd 
fd fd fd 


(d 
(d 




(d (d 
X X 


cd 
X 


(d (d 
X X 


fd Id (d ni 
X X X X 


(d 
X 


fd 
X 


X 


X 


X 


X 


X 


X 


X 


X 


XXX 


X 


J-i M W 
Si 

Eh H H H 






^ ^ ^ ^ ^ 

H H tH H 




Eh Eh Eh e* 




V4 


M 
XI 
Eh 


u 


U 




1 


X! 

EH 


u 
x: 

EH 


^ ^ ^ ^ ^ ^ 5 

H H Eh H Eh EH H 




>i S >. S 










>1 >i 


>i 


>t >i >• >i 


>! 




>i 


>i 


rH 


rH 


rH 


>n 

rH 


rH 


>n 

H 


>, 

rH 




>1 

rH 


>N S >1 
rH rH rH 


rH 


iH H rH rH 
O O O O 


rH H 

CD O 


rH 

CD 


H rH 

CD CD 


rH 

CD 


rH rH 

CD CD 


rH 

CD 


r-i 

CD CD CD CD 


rH 

CD 


rH 
CD 


H 

CD 


rH 

CD 


CD 


O 


O 


CD 


CD 


a 


O 


CD 


CD 


CD CD CD 


CD 


O O O 0 


P P 


2 


P P 


S 


P P 


O 


P P P P 


s 


s 


O 


0 


o 

U 


0 
U 


s 


s 


2 


s 


s 


s 


s 


p p p 

M Vh M 


S 


V4 ^ M M 
04 Oi CU Oi 


u u 

Qt 0* 


til 


Oi Cu 






U 

04 


M }H M 
04 Oj Oi Oi 


04 


Oi 


U 
Qt 


M 
0* 


Oi 


0< 


04 


04 


Oi 


0* 


04 


P4 


Oi 


04 Oi Oi 


Oi 



wo 2005/074575 



62/134 



PCT/US2005/002941 



ddooodooooooooooooooooooogoooggogg 

QQQQQQQQQQQ99Q9999QQ9999QQ9QQQQQQQ 
oooooooooooooooooooaoooooooooooooo 

ujujuJUJiduJUJUJLiJUJUJum 
CO Sww^Swcowcococow 

(OiniD- com- m- - DQcDmw- PJP?" ^P*:^ 5?"^ T;* 

I g >r ^ ^ S ^ ^ « « m a » ^ I ^ S ^ ^ ^ S ^ ^ H S ^ H « m JO « 

iBaimtoraroaiaim(D(Dcoto(»nSiCio««fl«m<ommaimrotommtDmm ^ 

^ ;S ;S 5 ^ ^ ^ ;3 ,H H H ,H « « « "«j « 2 2 2 2 2 2 2 2 « S S 2 2 S S O 2 

s s 3 s s s s s "5 1 i i 1 1 1 1 1 i 1 1 1 3 1 3 1 3 3 1 1 i 1 1 1 

oooooooooooooooooooooooopppppppppp 



wo 2005/074575 



63/134 



PCT/US2005/002941 



dooooooooooooooooooooooooooooooooo 

QODQQQQQQQQQQQOQQQQQQQ9QQQQQQQQQQQ 

ooooooooaooooooooooooooooooooooooo 

ujujmujLiJUjmmmmLijiijmmuJLumujmmmmmmmiitmmmmmmujLiJ 
(0 (0 coco CO cocococococococococo 

CQCOCO- lOCD- U3" - 0)03- 01- - 01- 

^^X^X XX >,,^.^^ XX X 

OjHi-lrtCQCDiHtU«101«JUl-- OlrHrtOlCDnJOl-- 

O XUU XOOXOnJnJ U XUUXUttfm ^^^55 3 B 

j-i- - XX, "v^^ XX XX^X 

^laJ^^^^>^---- ---- XXX 

rHHXHpH nJ «d <d (HrHrHi-trHiHiH (Ij « Cd (Sl-^f-^r^r^.H ffj <« fd ^ ^ ^ © W W 

CD XXXXOOOOOOXXXXOOOOO(d5rt(d(dm>i>i>« 
• - — - - PsXXXXPst-'wLJ 

,MS!dS!d!o^,cjJ^,c^riHrdJMS5(d(d(dfd<dnJtd tdfdcd >i>i>t>iS>iX>i>i 

HXXXXXHHPHHBHHH <d <d (d (d (d (d (d td aj (drHrHHHrH.Hr-|r-}r-} 

"cdfljm'IdmTdrtnj'Jold'tdmm'Idrt 

»d(d fd (d (d td td cd cd (d (d td id (d rtijij^^^j5^4^f:fi^J5^-pxlx{^x^ 
><xxxxxjx:xxxxxxxxehhe-»hehhehehhhhehehhhhhhh 

a3(Qa)oicQO}aioQ<n(Qcoo9cotQQ]a[>09(OD!i(Da3(acQa!)0!i(0(Q(OiD03npm 
(d(d<dcd(d(d(dcd(d(d(dcdcd(dcd(didcdcdn5cdcd(d(d(dcd(d(d(dcd(dcdcO(Q 

cd(didcdcd(dfdtd(d(d(dtdoJtd(dtd(d(dnJcd{d<d(dfdcdcdtdcd(d<dcd(dcdcd 

id«d(dcd«d{dcd(d(dfd(dfdcdcdtd<d(d(dtd(dtdfdnj(dcd<dtd(d<dcdtdcdcdcd 

[oo}coo3a)aiD}(Qcoa)(na)0}Q}0)(QQ)030}aicoa:)a}uioio}i:ooicoa)CDCQCQco 

va)Q)(U<ua}(u<ua)(U(U(ua)(i><U(i)(ua)(U(u<UQ)(!)<i)Q)(i>(i>a}<i)a)a)<i)(U(u 
l^Hr^lHlHf^r^r^l^f^l^.Hr^^^Hr^Hl-^H^^l^^^lH^^^^H^^HHr-^;^ 

HHHHHHWHWHHHHHHHHHHMWHHIHHHHHHHHHHH 

rHiHiHHi-^iHrHrHrH.HrHrHrHrHrHrHrHfHHiHrHrHiHi-HfHrHHrjHr^ 

OOCDOOOOOOCDOOOOOOCJOOOOOOCDOOOOOOOOOC) 

^^l^^^lHH^^r^^^l^r^rHr^r^^^r^lHHr^fHlHlHrH^^^^l-^r^H^-^H^^^^ 

OOOOOOOOOOOOOOOOCDCDOOOOOOOOOOOOOOOO 
maimQoiQitooicoaiaicQoiGQcocQoioicoaiQaiaioicoaiaiQOincocoQQaip 

(dldrtcdnjctfcdcd(dcd(dcdcd(did(dcdrtcd«dm*(d5dcdrtrtcd 

r^Hr^lHr^r^r^^^l^r^lHlHlHr^r^r^H•^lH^^^^lHr^r^r^r^r^r^ 

OOOOOOOOOOOOOCDOOOOCDOOOOOOOGOOOOOOO 

oooooooooooooooooooooooooooooooopo 



wo 2005/074575 



64/134 



PCT/US2005/002941 



dooooooooooooooooooooooooooooooooo 

QQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ 

oooooaoooooooooooooooooooooooooaoq 
tiiujuJujmmmmmumujujmumLumuJUjmujmmLiJUjm 

(OOQIQCDCOainCOCQntOCQ- (OCQIQCOOICDCQCQOQCOCO'- cqqocqco 

U X U u X U U . 

U mr-jrHrHrHrHrHrHrjCdmromromrjrHrHrHr-l jS^^^SS'lldd^j 

HH(U(1)Q)- (U<U- 0)- 



&3 



(i>fHrH(da>Q>a)a>a)a>a)a)a)a)a)rH(d(uo}Q)a)a)a)(uo}a)a)a)(d<Da)a> 

MHOO Cd(-»r-IHrHrHrHrHr-li-liHHC) (flrHrHi-li-li-(rHi-IHHHHldHrHr-l 
mSW XHHHHMHHMHHH XHHMMHHHHHHHXWHM 

OiHCP Ctfr-lrHHi-li-lrHfH^rHHrHH rtrHrHfHrHrHr-l»HrHrHr-HrH d ^ ^ ^ 

OJHO XOOOOO'OOOOOOOXOOOOUOOOOOO OS CO m 

G >» >^ >i >i >^ >^ >^ >^ - -1 ^ ^ ^ ^ ^ 

CD 

>i(d(d<d(d(dflS<dcd(d(d(dfd(d(d(dcd(d(d(d<d(dcd(d{d(d(d<d<d(d(dcd(d(d 
H(d<d(d<daJrdidcO(d(d(On3n3idfd(d(d<dtd(d(did(d<dnj(dalnJnJ<dnJ<d 

(d(dfd(dcd(d(d(d(d(ddcdid(d(dfd(d<d(d(d(d<d<dcd(d(d(d(d(dcdcd(d<did 

r^Hr^^^lHf^r^^^l^f^r^^^fHHl^r^HH^^r^r^lHr^r^r^rHl^l^f^r-^l-^r^ 

oSoooooooouooooocDocDoocDooooooaooooo 
oooooooooooooooooooooooop poop poop p 
Oif^uPiOiaiP^aiCuOiaiOifijDjajOja^cuoiOiaiQiaiOtOiOiOtOiOtOiaiOiaiOja^ 



wo 2005/074575 



65/134 



PCT/US2005/002941 



dddoooooooooooooooooooooogoooogogo 

aQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ 

naaooooooooooooooooooooooooooooooo 

mUjmUJUJUJUJUJLULiJUJm 

^^<^<<<^ X <<<<<<< ^ X<<<<<<< X < < < (^vo 

■an?-. ■"_ .. ....>...., I, I. u u Li u 1-^ 



^^rHHHrHMrHU HjrH^iHH.-HrHrHf-jr-j nJrHpjrHrHrjrji-jrH g ^ J g « J 
(d (d OJ CO nj (IJ rtrHrHiHHiHrHrHiHrHrHrHHrHrHiHr-HMMr-jrjrH 

S!S><><><><><HHHHMHMMHHHHMWHIHHHMMMHIHHHMH 

g s % g s g g g g g g g g g g g g '5 I s g g g g s g s g I g g 1 1 1 
gg2sssssssss22ssgas8assss2sssasass 



wo 2005/074575 



66/134 



PCT/US2005/002941 



dddddodddddddddboooooooooooooooooo 

QQOQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ 

aooooooooooooooooooooooooooooooooo 

too- (DOBiflCDCDin- cowojcoiD- oowcom- PJP?" PSPl 
X ..... X .... X ^^i.-!^ ^v.-.*^ •^-'^ 



mcDiQCDHiHnJ0DO)mmcoHnJcD(OCQincDfOiniftiom - 



m(U(U(u<u<ua>a>(ua)(i>a}(i)(i)a)<i)a)(u<i>a}a)a}a><i><i)<u<i)a)<i)<ua>a)(i}a} 

;^;^Hr^r^r^r^r^r^r^r^r^r^r^r^H«HHHr^r^r^rHr^r^,^r^r^r^r^r^^^r^ 
nHHHHHHHHMHHMHHHHHHMHMHHHHHHHHHWMW 

S>,>,>,>,>i>i>.>i>,>,S>i>i>i>iN>;iS>iS>^ 

^^^rHr-liHrHHHiHrHr-^fHiHHiHHHrHHHfHfHHHHrHfHiHrH 

><S><><><><X><><><I><><><><><><><><><><><><><>< 

sagssss2Sgsssasaass82sagsss8S2222a 



wo 2005/074575 



67/134 



PCT/US2005/002941 



dddoddoodobdooooooooooooogoooooogo 

QQgQQQQQQQQQQOQQQQOQQQQOQQQQQQQQQQ 

s &&&&&&&&&&& s 



o 



oooooooooooooooooooooooooppppppppp 



wo 2005/074575 



68/134 



PCT/US2005/002941 



6000000000000000000000000000000000 

OQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ 

ooooooooooooooooooooaooaoooooooooo 
uiUJUjmmmmujmmmmmmuuuJLumuJUJummLiJLiJiiJUJiiJUJUJLiJLiJUJ 

oacDOOQiQiQ- raooocniDairatD- locoraiotoaiw- PPPPJPEP" 

i-lrHr-IiHrH (d 03 alr^r^r^#^r^r^r^ nj UJ WrHHrHrHiHrH CQ WrHrHrHrHrH ^ W 

00000 (d SSOOOOOOO nJ>t>iOOOOOO nJ SNOOOOO m S 

XOOO XOOO XOOO XOO 

COCQtQ- CQCOCOGQCO- IQQQODU}- COa)(Q> 



Hr^aJcnmmiflmMrHrHHrccDmiDOTTOiHrjrjtdmragimWrj 

id- njfdtd- (dtd- cd- _._»_< 

rH(d(tfa$<o<d<d<dr-iHrH cdcdcditftdcdtdrHrH (dcdcd(dnJidcdr-j(tf<d<d<d«dcd 

ri^ (dH'-^'-'HrHrHrtii^rf; (dHi-Ti-IHrirjrilrt: JOrHrHr-jrjrjrj< '^rjlJdd'li 

tdaiaJ(d(d(d<dfd>i>t«dfd(d{d<d(d(d{d>itdfdtd(dnJGJ(dtd<dcdcd(d<d(0(d 
cd<dflJni<dtdcdfd(dnJcd(d(dcddfdnJ - 

CD09(D03CD{D(/)-' - - •- - - - - 

>i>i>i>i><i>i>i<d (d (d (d id(d id idcdcd (d<d(d <d cd<d (d td(d(d(d(d (dtdtd (did 

6000000 Id Id (d rd id (d id nJ (d tdrHrHrHiHrHrHrHnHr^p-jHrHrHrHrHr-JpH 

(U(U(U(U(UQ)a)a)(ua}(i>(U(UQ>(U<i}Q)(U(UO)(U<D(i)(i)<u(U(U(U(i)(i}a><i>a)a} 

HHrKrHHrHrHrHiHiHi-tHHiHrHHrHf-lrHr-li-lrHrHi-lrHiHi-JrHHrHrHrHrHrH 
HHHMHHWMMHMHHHHHHWHHHHHHHMHHHHHHIHM 

0000000000000000000000000000000000 

(d(dcd(d(did(d(dcd(d(d(d(d(d(0rd(d(d(d(d(dfd(dcd(d(d(d(d(d(d(dfd(d<d 
(d<d(dn5(dn3(d(d(titddtdfdaJ(dnJ(dtd<d(d(dfd(dtfi(dnJ(dtd(d(dn3<d<dtd 

HlH•Hl^^^fHr^r^Hr^lHHr^r^HrHr^H»^^HlHl-^r^r^r^r^I-^r^r^r^r^^^r^^-^ 

0000000000000000000000000000000000 
(d(d(da}(d(d<d<d(d(d(d(d(d(d(d(d(d(d(d(dcdcd(d(d(d(dcd<d(d<d(d(d(d(d 

HHr^H^^r^r^^^r^lHr^r^Hr^l^HHrHHr^r^r^r^r^r^^^r^^^Hf-^r^ 
0000000000000000000000000000000000 

Sooooooooooooooooopppppopppppppppp 



wo 2005/074575 



69/134 



PCT/US2005/002941 



o 


o 


o 


o 


O 


O 


o 


O 


O 


o 


o 


o 




z 


z 


z 


z 


z 


z 


z 


z 


z 


z 


Z 


Q 


Q 


o 


Q 


Q 


D 


Q 


Q 


Q 


Q 


Q 


Q 


S 


2 






O 


a o o 


O O 


O O 










LU 


LU 


lU 


LU 


LU 


LU 


LU 


LU 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 



^d'^d^S &S S &&&&& 

CQi-liHrHrHdSmCDiHrHrHnJCQWiHrHmtntDHmCOlOfdpQ - - DQr-JrHrHrHrH 

CD- - XXXUCJOcqcdcoco 



X X X X X X X 



XXXXXXXXXXXXXXXXXXXXXXXXXXXCD00C5000 



iHHi-IHfHHrHf^rHrH»-|rHi-4fHiHrHHi-lrHi-lrHfHHrHi-lrHrHrHrHHrHr-lHrH 

OUOCD0OCDOOCDOOCDO0OO00C3OC90OO0O000O00O 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

>,>,>.>,S>tS>^>S>i>i>t>.>n>i>«>i>iS>iS>t>i>i>iS>iSS>»>i>1>«>i 
IH^^r^r^^^r^r^#H^^r^fHr^fH^^r^HI^^-l^^r^r^r^rH^-lr^r^l-^^^p^r^r^r^|-^r^ 

C!)0O0U0OOOCDOOCDC5>C?00000OOCDO00O00C!?0OOO 

ooooooooooooooooooooooooooopopoopp 



o 



mm- 0)- - XXXOCJOcQCDcocoin 

H XHHH^< XE-»E->HHXE^E-«F»aJaJ(diBrHiHHr-4iHr-i£-i 

rt- - XXXX0CDC5000 (dcCaJaJrO 

Wi-lCtflOCQCOinCDtdlQlOOCQ------ (OfHi-li-lr-lfH 

- XXXXXHEhBHHEhEhEhHH moJnJrdnJ 

CtfnJ<tf(d«dCtf(d------ fd r-j r-J r-j r-J r-j 

iHCtfr-iHHHrHmaJ (003 mmOQa)(Qai(Oa)CDEQ(DlOCO(DCa(OQQr-li<<<icC<; 

xxxxxxuouuuuuoouoouou ^ sL^sL^m 

(d(dfd(dflJnJaJi-lrHiHrHrHpHrHrHHiHi-irirH(-liHr-lrHrHHiHiH<: X Ti^O 

m rH (0 CQ CQ CD 

fHHHHHrHMr^rHrHrHrHr-»rHHrHrHrHrHiHrHrHiH«-4rH»-lr-Jr-lO XOOU 

d) (d 0) 0) 0) 0) 

mmOQCOCDCQCDCDIOCDCQCQQQaCDCOCQCOQaraCQtDCDCOCOCDOOCOr-lfdr-lrHr-lrH 

ooOauuuuooucjcjuuuaauuuouuuucju^ 
Q}(U(ua)(i><u(i}(U(D(i}(i)<i)(i)(i>(i)Qja)<i)a}(i>(D0(i)O)(i}a}(U(U(d(d(did(dfl$ 

rHHrHWrHHrHrHiHrHrHrHrHrHHHrHr-4»HrHrH«-l»Hi--lrHrHrHiH <d 05 (TJ td (d <d 
HHHHHMMWHHHWHHHHHWHHHHHWHHHHXXXXXX 

iHi-lfHrHrHrHrHi-li-lrHi-lfHrHrHrH«HiHr-lrHiHrHrHiHi-liHrHrH (d <d (d Cd (d flJ Id 

OOCDOOOOCDOOOOOOOOc5C30000CDOOUO<dnJidcdcdcd<d 



wo 2005/074575 



70/134 



PCT/US2005/002941 



oooooooooooooooooooooooooooddddddd 

999QQ999999QQQQQ99QQ9999999999QQ9Q 
oooooooaoooooooooaaaoooooooooooaoo 

liJUJIIJLULULUUJLiJLULULUUJmiXIUJLULJJmaiL^ 

d-^d-^d-S S d- & & & & S 

>i>i>.>i-^ >i>i>i>,>H>i>i>i-^ S>,>,>i>i>i>i-'^ >i>,>,>i>.>i 

iHi-lrHH to CO CQfHrHrHiHiHi-lrHiH ffl CD OJrHrHiHiHrHfHrH (0 03 ©rHHr-lrHiHr-i 

^OCJ ^^ocj ^oo 

NSsllg^^^gld >,>,>,^5^^55"nj SSN^^j^^^ffl 

(0(0- CQODOaCDCDtO- CQCOOQCQOO- (0(0(00}- 

^^^^^ XE^HHfH XHHe*EH XJH 

(0- njtoronjGj- nJnJdJflJ- cT5<i$(d 



iHaJ(n(Dint0tQr-irHHf-jrHmtQQ0(O[O(DrHrHfHHm[O(DCOO3{DHiHrHn^ 

f^^Hl^r^^^^^^^<^<<<<dlH•H^^l^r^r^»<ri;ri;mf^r^r^l^^^r^l<< 3 

rO(omcdf«njfO>siS>imm(ti(daJmm((j>^s«jtd(C(0(«(«(tf((JS((JnJnj((jm 

rHrHrHrHrHr-lr-|E-lE-«H (Ur-Jr-ji-jr-ji-ifHr-iE-tH (OrHrHrHr-jHrHHtH (drHrHrHrH •© 

riirt:^:^:^:^^^^ xa233<<ri: x<<<f^<)i^ x < < < < ^ 

(ocQCQincoQQindcotQaicDCDmtQDQai - - - - - - - - - » 

«a,a.o>o)a) xi?xx>?««xx><g3a<<a3 

r^r-liHHHHda5(($aJ(d<d(tl(T5rd((J(lJ(O(QCQCQ(D(O(Dm(O(O(0(OC0C0tOCQQ) 

n}cd(\5aJn3(i5(I>(l>O}O)<U<UlDd)d)(l)<U(DO)(i)a)(D<UO(l)(l)0(D<U(l)(U(Ua)<I) 

(tf aJ C(5 OJ Cd (tfHrHrHfHrHiHiHr^i-*rHfHi-IHrHrHi-lrHi-lr-lr-liHrHrHiHr-lrH.-lrH 
XJXXXXXHHHMMMHMMMHI-IHMMHHHHMHHHMHHWH 

(d<dnJ<d(dn}q]((}(t}nj(($(tf(tf(tfcd(\5((}(tfn{aS((S(0((J((Sn)n}(d(dni(i$(d(d(tf(d 
'^d^^r^^!^!•^•-^^^'-*'-'•-••-•'^•-^*-''^'-^•-^HHH^Hr^^^r^r^HlH^^Hr^^ 

lHp^^^r^r^r^r^^^r^^^rHlHr^^^^H^^I^r^^^r^r^r^r^Hr^l^r^lH^^r^^^^-^lHr^ 
(0(0(Da)(D(0(n(Q(0(Q(n(D(D(Q(D(Oa3(OIOCO(0(Da}CD<n(DCQ{0(0(Q(0(OtO(D 
>i>i>n>t>^>.>,S>i>^>i>,>t>i>,>,>,>,>,>,S>i>iSN>i>^S>^SS>^S>i 

r^Hr^r^r^^HrHf-^r^r^r^r^HrHr^^^^^lHr^r^^^r^^^l^IHr^^ 

OOUOOOOOOOOOOOOOOOOCDOOOOOOUOOOOUOO 
pp p pppppp pop pppppooooooooooooooooo 
OiDtO4Dia4O4OiO4aiO4OiCuo4p4a4pip4Ci4Ojp4CuoiaiP«i^cupiaiCM0if:uaiOip4 



wo 2005/074575 



71/134 



PCT/US2005/002941 



oggggggooo666666666666666666666666 
QQQQQQQQQQQQQQQQQQQQQQOQQQQQQQQQQQ 

iiiii§i§§§SSS2S2222SS22SSSSS22222S 

ssss&^i nihil ^^'^H '^H § 

^ ^ ^ ! ! ! ! ^ & ^ ! ! ! 2 s s 3 3 3' s s „^ 3 s s 5 g 1 5 § g ^ 

MMMHMHHWMHHMHMHHMHMHKMHHHHHMHHHHHH 



I i a a I L« ri i 1 3 i i i I i a a y a a a i y s I a 



wo 2005/074575 



72/134 



PCT/US2005/002941 



ooooooooodoodooooooooooooooooooooo 

'^QQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ 
aoooaoaooooooooooooooooooooooooooo 

ujujuJiijmuJUiuJLuiijiijmmmiiJUJLUUJiULUUJUJLiJUJUu^ 

{OCDCOCQ(QOiaiai(0- COOltQCQtOOQaiCD- OOCOnOQCOCQaQ- 

S % 

^ >1>1>t>i>,>1>,>,-*^ ^ >,>,>,>1>,>,-^ 

to - - (nH^^lHl^^H^^^^H(da)a)I^lHl^l^Hr^r^tdtQmr^^^l^Hl^r^{dm 
>«nJaJ >,OCDOOC!)OOOffl>i>iC!)OCDOOOOctf>,>iCDOOOOOaJ 
UfdniU XUO XOU XU 

(dCDm CQi-tEHE-«E-'E-»HE^E-» fl5rHrHlHHE-»HEHHH ^Jr^r^r^HHE^E-^E^ rti-4rH 

nJ>,>SO XJOOCD XOOO XOO 

XUOO lOCDOQCQWTO- UJintOCQro- CQOJttlCD- 



HHiHH^i XHBHH XHHHH XEhHH 

hehHH njcdflJos- turned- <oro- 

<dHiHiHM(dfd(OnJ<dnJ(drHr^rH(iJcdnJnJnJn3rdp-jiHflJnJ(Otd(On5 

mmUi{ar-\l^l^f^l!^aSr-ir-{r-ir^r-ir-i<<<^ri^r-lr^r-\r^<<<^r^T-ir-\ 



^^^^"^ u u u ^ x<<<<^<^^, x<<<<<< X < < < < < 3 

a)>i_>i>ia}(d(d (d n3'(d(dcdj>il>itd oJaJtO td<d<d (d?>i(d nJfddJ aJtd (d ^ ^ 

tdtdnJldrHfHHHfdHrHHrjr-JrjrHEHHf^ 

HrHHr-i<; x«<rt:<<i<rtirt: Xrt:<rt;rt:'^rfj<j x<<ri:<<<r_5fo 

<dt>i<d(0iT5id<d(dnJtd<dnJ(d<d(d*dBJ(d*d(D(o"""-----'- «*> 



CQtdWTOCQWaiCQTOlOaj - - - - - - - - -- 

{d(d(dcd IXtdJ>i>i_>i>i>^>i>i>i>itd nj td (dnJnJcdnJ (d(d<d njfdnJ (d (d cd cd cd 

Hr-irHrHUX606UUU0uO (d nJ fd (d (d (d (d m (d (drHf-jrHHi-jrHr-jr-jr-H 



cotdpcQpumcQpioo} 

(d (d cd 

. . r-l iH rH 

coa2a)(oTdldldldn$ldldmldldn5atOQQa]to(sa}(ncQa](0(0(0(Qmu9top 

Hr4r-{(d(d(dcd(dfd(did(dfd(d(d(did(d(d(d(d(d(d(d(d(dcd(d(d(dcd(d(d(d 
HHMid(d(dnJ(drd(d(d(d(d(tf(d(Oitl<d(d(dfd<dcdfd(d(dtd(dnJc0(d(dal(d 

id(tfidQ}a)<u(D<i}a)<U(i}(t)a)(i>(U<i)Q)<i)<U(U<i)(i)(ua)<u(D(u<t}<i)(ua><U(U(i) 

Id (tf idrHiHHiHiHdr-lrHHrHHrHiHrHr^fHiHiHrHHr-IHHrHHrHiHrHrHiHi-* 
XXXWHHHMWHHHHHHHHMHMHHHHHH HHHHHHHM 

Hf^p^lHlH^^rHHr^r^HlHrHHr^r^^^r^H^^^^^^I^^^^^r^r^r^Hr^Hr^r^^-^ 
HlHl-^f-^fHr^r-^lHl^r^^^^^r^r^r^r^^^r^r-l»-^tH^-^r^HHr^Hr^^^r^Hr^Hr^ 

CDCD0OOOOOOCDOOC5O000O0O0CD000CD00OOO000 
(d(d(d(d{d(d(d(d<d(d(d{d(d(d(d(d(d(d(d(d(d(d(d(d(d(d(did(d(d(d(d(d<d 

uuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuu 

p^Hl^lHr^^^r^r^r^l^l^l^lHI^I^«^^^^^lH^Hr^r^Hr^lH^Hr^^^l-lr^r^r^r^^-l 

OOOOCJCDOOOOOOOOOUOOOOOOOOOOOOOOOOOO 

oooooooooooooooooooooooooooooooooo 



wo 2005/074575 



73/134 



PCT/US2005/002941 



oooooooooooooooooooooooooooooooooo 

Q99QQQ9QQ9QQQQQQ9QQQQ99Q9Q9Q99QQ99 
oooooooooooooooooooooooooooaoooooo 

ujiiiLULuujmLiJmmujmujiiiijjmujujmmujLijuaiLijujLi^ 

OimCDCaOOOQ- COCQIOIDCQ- (OOQCOO- IDCQCQ- (D09- CO" 

COrHrHr-lrHrH moOtDrHrHHi-ittfrotOrHiHrH (iJ tDra^-^r^<d CQIOiH (ti CDCQrO 03 



COrHrHr-trHrH OjaiEDrHrHrHi-itOCQmrHrHrH (« tD{Dr-^r^<d CQCOiH (ti CDCQrO 03- 

O X O O O X O O O X O O O XOOOXOCDrtfBJflJS 

.5?-. ...... XIXXJU 



l/JUiCO- UJUl- UJ- - pC 3C 3C LJ 

XEhHHH^ XHt-tHH XHHHHXH H.H n$ctf(tf«drHi-lrHH 

tOcO- (d- - XXXX0C500 

g)HiH(dCDCo(n(OQQi-i(dcatacQa)i»(dCD[Q(Dco - > - - - 

a ^ xoouou x66uuuxuoaurd(d(d(drd^^^^jc;,a^^ 

nJ" - XJx><{x«><jE^HHHHHHH 

(d(Hidcd(d(d<d<d^(d(d(d<d(Ofd - - - - - 

{did(dJd(d<dfdrd - - - - - - - >r s*^ 

rH(dr-HiHrHiHi-HiHrd(drd(d(dtdcdfd(d<dtd(d<dcd(d(dfdrdnl(d(^ • O 

xxxxxxxr<ri;<rt:<:i<<:rf:ri:<»=i:rf:rf:rt:ri:<i<rt:i< jjiS 

fd(d(dfd(d(d(dfd(drdrdcd(d(d(d(d(d(did(d(d{d(d(d(d<d(d(d(d<d(d<d(d(d b 

(dld(d(d(d(d Jd «Jr-ji-HrSrHHHrHHrHrHiH»HMrHrHrHrHHrHi-lrHrHr-HrHrHtH S 

xxxxxxxxrtirijrt:ri:<i<<ri:<<f:i;<rij<ri;<<rf:rf;ri:ri:ri:<,<rt:ri: ^ 



(drd(d(d(d(d(d(d(d(d(d(d(drd(d(d<d(dcd(d(d(d(d(d(d<d(did(d{d(dcdrd{d 
r^r^r^r^l-^^^^^r^p^^^^^^^^^Hr^f^^^r^ 

COtnOQaaCQlDtDCOCOCDCQCnracOCDairaCDCOCOCODQaiCOCQCOCOCOlOtQCDCOCQCO 



<dcd(d(da5(drd(d<d(d(d(d(d(d(didid(d(did(d<d(d(d(dcd(d(d(drd(d<d(d(d 
(d(drd(d(d(drdn$(dcd(d(d<da}(d(d{did(dttf{drdfd(0(d(Ofdcdid(dfd(d(d(d 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

HHrHiHrHrHiHrHrHMHHHiHr-lr-IHrHrHHfHHrHrHiHHr-lrHHfHrHfHrHr-l 
HHHHHHHHHMHHHHHHHHHHHWHHHHWWHHHHI-IH 

n^'^'^^^'^'^^r^^^•^^^^^i'-^'-^'-^•-^^^Hr^^^lHn^r^I^r^H^^l^Hr^ 
OOOOOOCDOOOOOOCDOOOOOOCDOOOOCDOOOOCDOOCD 

^^^^^^^^>;^^^^^^>:'>^>:*>:^>:'>^^>^>^>^>^>^>^>^>^>^>^^ 

00O000OO0C5O00CD0O00O0OOOOO0O00OO0O0 
(d(drdn](d(d(d(d(d(d(d(d(d(d(d(d(dfd(d(d{d(d(d(d(d(da$(d(d(d(dfd(d(d 

HHHHHHHHHHHHHHHHHHHHHHHHHHHHHHHHHH 

rHrHrHr-irHiHrHiHiHrHiHrHrHrHrHHrHrHi-HrHr^iHrHr^iHrH 

OOCDOOOOCDOOOOOOOOOOOCDCDOCDOOOOOCDOOOOO 

oooooooooooooooooooooooooooooooooo 



wo 2005/074575 



74/134 



PCT/US2005/002941 



odbooooooooooooooooooooooooooooooo 

999QQQQ99QQQQQQQQQ9Q9QQQQQQQQQ9Q9S 
oooooooooooooooooooaoooooooooooooo 

!§ &6'6'&&&S &&&& 

tQiHHrHHfHrHrH mOla)H^^^^r^r^r^aJraCOr-^r^r^r^r^mmmr^r^HM 

0)a)HE-«E-«E-«£-<HB tdc-irH»HEHEHE-«HH fOrHr-»i-iE-»HE-*H n3r-iiHfHHE-»H n3 



>,>,cD""' xooo xooo ><iooa x 

>r^i ^^^^ I m ^^^^ ' 



(diHrHrHrHr-lrHrHH fdr^^^r^r^r^Hr^ nJrHrHi-»r-jr-jrH (d OJ OJ 

rt:<xxxxxxxxxxrt;<'<<<*«:<ri:<<i<<:<<c<<<<<<:'<'<'^ 



>1 






rH 


rH 


rH 


O 




o 


M 




V4 


^ 










Eh 


01 


CQ 


(0 






>1 


u 


U 


0 








H 




Id 


< 


< 


(d 






X 










Id 


(d 


-< 


td 


rH 




X 




nJ 


(d 


(d 




rH 


rH 


X 




< 


Id 


Id 












X 





5 



a}(dcd(dflj(d(d(dfdid(d(d(d(d(d(d(d(d(d(d(d(d<dcd(drd(d{d(d(dcd(d(d 
(d<dcd(dcd(d(d{d(d(dtd(d(d(dcdid(d(d(drd(d(d<d(d<d(d(d(d(d<d(d(d(d 
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

<d(Da)aQEQa)CQtQQQaaiaQai)a)co(Q0!)a)Q0(ntnu(oa)coDQ0QD)(fi(O^ 
<u<U(i>a)a)a)(i)(Dd)<ua>(i)<u(i)a)<i}(i)a)a)(u<u(ua>(U<u(U(ua)a>a)<i>oa><u 

rHHrHrHrHrHHrHrHHrHrHrHHrHrHrHrHiHrHHrHrHrHrHHrHi-HrHrHrHrHrHrH 
HHHMHHHMHWMHWHHHHHHHHHHHHHHHHHHMMH 

rHHrHrHrHrHrHrHrHrHrHrHrHrHrHrHHrHrHHrHrHrHrHrHrHrHrHrHrHrHrHrHr-l 
rHrHpHrHrHrHrHrHrHrHrHHHrHrHHHrHrHrHrHrHrHrHrHrHrHrHrHrHrjrHrHrH 

(d(d(d(d(dfdn5(d(d(d(d(d(dcd(d<d(d(dcd(d(dcd(d(dfd(d(d(d(dfli(d(d(d(d 
(d(d(d(d(d(d(d(d(d<d(dn)fdcdcd(d(d<0(d(d(dfd{d(d(d(d(d(tf(d(dflj(dcd(d 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

rHrHrHrHiHrHrHrHrHrHrHrHrHrHrHi-HrHrHrHpHrHrHrHrHrHrHrHrHHrHrHrHrHrH 

OGOOOOOOOCDCDOOOOOCDOOOOOOOOUOUOUOOOO 
0000000000000000000000000000000000 



wo 2005/074575 



75/134 



PCT/US2005/002941 



o 


O 


O 


o 


o 


o o o 


o 


z 


z 


z 


z 


z 


z z z 


z 


o 


o 


Q 


Q 


o 


Q Q O 


Q 


o 


o 


O 


a 


o 


a a o 


a 


LU 


LU 


LU 


m 


m 


HI LU LU 


LU 


C/5 


CO 


CO 


CO 


CO 


CO CO CO 


CO 



(0- CQOIIQCQ- (DCDCO- (OCD- (0- - tQQOCQCQtOCQD}- CD 

(TjroCOrHrHr-lnJmmrHfHaJCOCDrHajaiCDmiO - - CQrHHr-lrHiHr-laSlDOOiH 
rHr-4rHHH (CHrHHH (iJrHrSrH Oji-lrH (iJ Oj (tf CO (0 COrHEHHt^HEH (diHrHrHH 

OOO X O O O XOe)OXC}OitfnJ(d>i>i>,0 XOCDO 

(0- - XXXOOucotomto^ co 

EhHH XE-'E-«E-«E-iXHHEHrtRJn$mfHHHiHiHHH XHHHH 

mmmTHmr^mr. XXXXCD00C300 aJctfm- « 

nJnjTO tD(dn}(d(d<d(d nJcdnJaJnJnJiDiti nJnjnJnSnjfHtH (drHrHHrMrHrHrHol •© 
r!rir!'~!rir}«~''~!'*^»~*'-i'-!»-IH'-i'-«rHrHiHrHr-ii-i nj nj rJ m td m rd nj (O cd aj m 

<i<<ic]:i4:<<:<^<<r<iciii4!i<<;i4;i4:<:i<i<ici; mcd (d ^ m m <d (dcdcdoi 

(d(d(d(drO(dfd(d(dn5(d(drd(d(dn5(d(d(d(drd(T)(d(drd<d(d(d<d(dn)c0{dcd 
toajm(dtd(dcd(d{d(d{d(d(daJ(d(diTJ(d(d(a(C(drHi-irHrHHrHiHr-irirH.HrH 
xxxxxxxxxxxxxxxxxxxxxx<<<<<<<<<<<< 

(UQ)Q)(D(UQ)(U<i)a)a>a)(i)(ua)a)a)Qja>(i}0a)(i)a}(i)<i)a)(U(uo)a}a)(i)(i)<u 

rHrHrHrHHiHiHrHrHrHrHrHiHfHfHrHrHHr^iHiHrHiHiHi-lr-lrHr-lr-trHiHr-lr-liH 
HHHHMHHMMHHMHMHHHHHHHHWHHHMHHHHI-IHM 

OOC!)OOOC500000000CPOC30000C5C!)OCDC!)OCDOC}CDOO 

^^^^_^^^^^^^>:*>:^>:<>^>^>:«>^>^>^>^>^>^>^>'>^>'>^>^>^>^>^>^^ 
.*5 .*5 J5 .*5 .f5 j5 i5 *5 ^ *^ <s * flJ ''J *tf flJ fl^ 

OOOCJOOOOOOOOOOOOOOOCDOOCDOOOOOOOOOCDO 

pppppppppp ppppoooooooooooooooooooo 

CUPiPi4P4P4OiPiOiOip4&OiO4O4OiOiCUP4(liaiOi04Cli0iDi(^ 



wo 2005/074575 



76/134 



PCT/US2005/002941 



6666666666666666666666666666666666 

aQQ9QQQQ99QQQQQQQQQQ99QQ9S9Q99QQQQ 
aoaoaooooooooooooooooooooooooooaoo 

LLlLUUJUJLULUlUUJIlllUlJUUJUJUJUJUJllJiUlIIUJLULULIlL^ 

f-4Hi-4i-*nSai mr-i»-lHrH lOW tt)rHrH»H(d tO CQrHHOjOJCQrH tdOl DO td CO - - 

Ctfi-IHi-»E-»HB (drHr-HfHHE-* (tS r-i r-i ^ ttfiHrWrH (UrHrH (tj (d (d CO 00 CO 

XOOO XOOO XOOO XOC!)0x;OO(daJtd>i>i>i 

03CQ- CQCO- W- - XXXUUU 



<d - td - 

HtdmiorawcDrHnjcDDococomidCDCoaiiQ- 



(D(d(d(d(d(d(did(d<dcd<d(d'- - - 

idrHrHiHr-IHfHfdrirHrHr-lrH (d 0}^ (d(d (d COQOCQCQOQOO CQQ3CQ 00 CQCOIO CO 00 



I 



■s. 



lu tu tv - <vi >u ~ - - - - - - *^ 

rHHr^r^fHr^(dmmm(d(d(d(OflStan}mmf(S(dfdfdfd(dfd(d(d(d(dcd<d{d(d • ^ 

xxxxxxx<ri:<<<;<<<<ri:^i<ri:<<«j:rf:rf:<:<<< jjv) 

(d(d(d(drd(d(d(d(d(d(dtd(d(d(d(d(d(d(d(dcd(d(d(d(d<d(d(dtd(d(d(d(dn$ 

Cd<d (d (d fd (dr^r^^^^^^^r^^^r^r^r^r^fHr^r^r^r^Hr^^^^^r-^r^r-}*~•Hr^r^rH 

X 

<d(d(did(dtd(dtdfd<d(dfd<d(d(d(dfdfd(dfdfdfdcd(d(d(d(dcdrd(dcdrd(dM 
(d(d(dfd<dn5(d{dnj(d<dtd<d(d<dtdtd(d(d(dfdfd(da3cd(dfd(d(ti(d<d<d'd>i 

id(d(d(dc5(d(dcd<d(d(d(d(dfd(d(d(d(d(d(d(d(d(d(d(dcd(d(d(d(d(d(dcdcd 
a)cotn(ncacococQ030}(acQa]cQcnuicnu)ioiou)iou)QocoQ}cDcoa)cocotocoa) 
<i)(i>(i)Qjo;<U(U(i>a)(U<u(U<i>(U(ua)(U(U(i)(U(U(i)a><i)<i>(UQ>(U(i)(U(U(UQ)o 

r^c^lHl-^^^fHr^I^l^lHr^r^r^^^r^r^r^Hr^r^HHr^r^HHlHr^lHHl-^l^H^-l 
HHHHHHMHHHHHWHHHHHHHMMHHHHMHHHMHHM 

rHHHr^iHiHiHrHHiHiHi-rHiHi-<Hi-li-IHrH»-iHHHHrHr-«r-lr-*f-l»-»iHHi-l 

,-^P^^,-^rHr^^^r^r^rHHH^HlHr^HH^^r^^^H^^rHlHr^l^I-^r^r^r^l-^r^^-|r^ 

OUOUOOOOOOOOOOOOCDOOOOOOOOOOOOOOOOO 

flS(dtdnlnScd(0(d(d(d<dcd(d(d(dn5(dcd(d(d(d(d(d(d(d(d(d(d(dcdrd(d(d(d 
(d<d(d(didtd(d(d(d(d(d(d(d(d<d(dnJ(d(d(d(d(dn^(d(d(d(dd(d{d(d(d(^ 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

f^r^r-^•^^^l^r^lHr^r^r^^^r^IHl^^^l^»^r^^^r^HHlHr^l-^T^»Hl^r^r^^^r^I-^ 

OOOOOOOOOOOOOOOOOOCDOOOOOCDCJOC9C500000 

8888SSSSSS8S8SSSSSSSSS2SSSSSSSSSSS 

QjOjfbQiQjOi&CUCli&CUOjOiQiOiCliOtCUai&OiCUCUOiOiO^O^O^DiDiCliDjOjOi 



wo 2005/074575 



77/134 



PCT/US2005/002941 



06606666066666666666660000000000 

DQQQQQQQQQQQQQQQQQQQQQQ99Q9Q9QQQQQ 

0000000000000000000000000000000000 

ujmLUUJUJUJUJiJUUjujm 

W CO CO CO wcococococococococo 

cQtflca- coco- OB- " . .. p^psPs^-' 



'^tA '{A 'isS 'x^ ^ ^ ^ <A ^ ^ ^ ^ ^ ^ ^ ^ ^ <^ ^ ^ ^ ^ ^ ^ 

fd (d Cd (d (d rt (d rtrHHHrHrjijrHH.jHrjiHiHiHiH 

'Idld'rdmnjToldrtldnjldTdnJnjldnJmmtdtdtdmrt 

idtdm<drdmcdmm(drtfd(d«m(d(dnJ(did(d(dcdmfd(d(daJ{d(d(d(dtd(d 
ma}a)0a)a>a)C)<uoo)(U<ua)a><ua}O(i)(D<i)Q)Q)a>a)a}a}a}a)(ua>a) 

;^rHr^•Hr^r^lH^^^^r^HHl^Hr^f^r^lHlHHH^^HfHHlHHM^-^.MH 
MHHHHWHHHHHHHHHHHHHHHWHHHHHHHWHH 

ld«JaJrtrtmrtmflJ«5ldmrtldrt^rt(dc^ 

^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^ 

oooooooooooooooooooopooppppppppppp 



H H ^ ^ 



0) 0) 
H H 
W H 



wo 2005/074575 



78/134 



PCT/US2005/002941 



oooooooooooooooooooooooooooooooooo 
zzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzz 

9QQ9Q99999Q99Q9999QQQ99Q9QQQQQ9Q99 
ooooooqpoooooooooooooooooooooooooo 

UJLUUUUJUJIiJUJLUUJmUJLULUUilJJUJUJUJLUmm 

(OOICOCOCO- 0](QIOCQ- (OOOtQ- CQ09- QQ- - tOCOO) 

m UUOUUfltf uauucd UOOiC Ouid UnJ aj uuo 

a)HHHi-l{tiCDUlrHrHrH(Tj«)COi^rH(UraCQrH(dmCQftftD-- CDHiHiH 
WOttrHEHHE-" OJrHrHi-lBE-* RjiHr-lr-IEH (drHr-IH COiHrH «$ (0 (U CO OJ OQi-iBH nJ 
HHH XE-lHHB XHHHEHXHpEH(tf«tf(d(drHrHr-lrHrHr-)H XH 

00(d- - XXXXOOOOCDO- 

Q)r-l(dCOO)Ca09a}(dD3CQa}CO--'--<- goojcocq 
HEh_^-_^^^_,^ XXXXXBHEhEhHEhHEhHH ^ 

------- (*M 

rHr-j Cd (d td fd Cdfd (dr^rHrHfHfH»-liHi-lr-|iHHrHr-liHrHr-lrHf-lrH»H td (did Cd (d fhoN 

ri:3xxxxxxx<rt:<^3rt:<<i<<i«i:ri:i^rt:ri;<rt:<<i<rt(drtrt yg) 

^ rH Pn rS rS 

td---------------------------- NMoS 

rHididid(d(didid(d(d(did(d(didfdfd(dcd(d(d(d<d(dni(did(did<d(did<d(0 
i4,{d(d(d(dn$(did (did cd(d(did(d<d<d(did(dcd(d(dcd(d ididtdidi— irHiHr-i'^ 
XXXXXXXXXXXXXXXXXXXXXXXXXXXX<ri:3<i< 

(d(d(d(d(d<dididcd(d(d(d(d(d<d(d(d(d(d(d(d(d(d(did(d(d<d(d<d(d(d<d(d 
cdidn5{d(d(d(d(d(d<drd(d<d(d(dnj(d<d(d(d(d(d(d(d(d(d(d{d(d<d(d(dn}(d 

fH^^r^rHf^rHr^r^r^r^p^r^r^H^^HHH^^^^r^lHr^r^rH^^IHr^r^•H^^^^r^r^ 

(UO<U(U(Ua><lJ(U(U(UQ)(D(l)C>Q)<D(U(U())<U(U(U<U(U<l)Q)<UQ)Q)<I}(l)(I)(UQ} 
HHrHHr-lrHrHr-lrHrHr-liHr-IHr-IHr-lr-ii-trHrHrHr-frHHrHiHr-liHr-IHrHrHrH 
HHHHHHHHHMI-IHHHHHHHHHHHIHHHWHHHHHHHH 

r^r^fHr^HH^Hr^I^r^lHrHr^^^lHlHl^Hr^r^Hr^^^r^^^^^r^r-^fHr^r^f-^^^r^ 

OOOOCDOGCDOOOOOOOOOOOOOOOOOOCDOOOOOOO 

H^^rHH^^HlHl^r^^^^^f-^lHr^^^^^^^r^^^r^r^r^r^lH•-^HHr^lHr^r^r^f^r^ 

OOOUOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO 

id(d(d(did(d<d(d(d(didid<d(d(didid(did(did(d(d(da5(d(d<d(dn](d(d(d(d 
(d(d(d(d(d(d(d(d(d(dcd(d(d(d(d(did(d(d(did(d(d(did(d(did(didid(d(d(d 

xxxxxxxxxxxxxxxxxxxxx><xxxxxxxxxxxx 

QQCOpQO)QDO)00ffl(DCnCO(OIO(Dta(DCQ(DCD(Da)00(DID(DIDraa]COID(Dn 

ououoouOuoauuuuuauOu666u66uo66066o 

r^^^Hr^r^.Hl^l^l^l^rHl-^rHr^r^Hr^p-lIHr^^^rHl-^Hf-^r^r^HHr-lr^r^IHr-^ 
OCDOOOOOOOOOCDOOOOOCJOOOCDCDOOOCDOOOCDCJOO 

oooooooooooooooooooooooooooooooooo 

CUf:uOiCUCUCU04CUCUCUPi04piP4CU(UOip4D4PUCUOiPfpiCUPiOiDiOiCUOj04P4& 



wo 2005/074575 



79/134 



PCT/US2005/002941 



o 


O 


O 


O 


o O 


z 


z 


2 


z 


z z 


o 


Q 


O 


o 


D O 


o 


O 


o o 


o a 


LU 


LU 


LU 


m 


LU LU 


CO 


CO 


CO 




CO CO 



01- tocQco- toco- m- - acDco- coco- co- - ro 

urt uuuoj uum unj fd uuum oufd Did o 

XUU XUU XUUXOidnj U XOO XOOXU^^ O 

OOO XOCDOXOO^jg^^^^O^ XOOOXOOjg^^j^^^CDX 

pHE-iXHE^H Cd (d (d (dHHrHi-fiHHHXE-lHE-t (d (d (d (drHr-tiHiHiHrH (d fd 

'^'^'^'^'^^'^XXXXSOOOOO ^ ^ XXXX0OC9OCDCDXX 

>,>,'Io'(drtrt*IdHMHMV^MM l^njldnJnj'rtfH b b h H h h h h 1. 

XXXXXE^E-»HHHHBHHHXXXXXE-»EHE-*HHHHHE-*td55 _ 
- X X ?s — I 

ajfljld«lrtrtrtldcdajld«nJifdrdmcowo)flimwro C2)® 

(d (d cd (d cd cd cd cd cd cd cd «d td cd cd ^>^>yhhh^?:*hl^h^^hr:*h}^/^r:' 
xxxxxxxxxxxxxxxxauooouuuooOOaoouau 

(d(d(d(d<d(d(daJfdidtd(dtd(drd(d(dtd(dcd(dcdcdcdcdcd(dcdcdcd(dcdcdcd c> 
cd<d<d<dcdcd<d(d(d(dcdai(d(dfdaJnJ(dfdtord(dtdcd<d(d(d(d(d<d(d<dtdnj 

cdidcdcdcdrdcdidcdcdcdcd(d(dcd(d(dcd(dcd(dcd(dcdcdcd(drd[d(d(drdid(d 

i-4iHHiHHrHiHHr-JrHrjrjHrHrjrHfHrjrjrji^fH 

(Q.m(Q(ncQQQmtDa)mcDtQtDa3coo}a)cna)(]QD3{QaQ[OiQtQcoffi 
Q}a)O(U(ua}<Da)a)a}(u<i)(i)(D<i}(U(i)O}(i)(U(DQ)<uo)(U(ua)a)(U0a><i>a)(U 

HHHHr^r^^^^^r^r^r^r^r^lHl^HHHHlHlH^^•Hr^^^r^r-jHHr-^H 
HHHHHHWHHHHHHHHHHHHHHHHHHHHHHHHHHH 

^r^^P^^^r^lHlH^^rHr^r^H^^r^l^Hr^Hr^r^Hl^p^r^r^^^^^r^l^^^fH 

OOOOOOOCDOOOCDOOOOOCSOCDCDOOCDOCDCJOCDOCDOCDO 

r^Hr^rHHHHr^Hr^r^l^HHlHrH^^Hl^Hr^r^l^r^l-^r^^^r^H 

OOOOOOOCDCDOOOOCJCDCDacDOOOOCJOOCDCJOOOOOOO 

cdcdcd(dcdcdcdcdcd(dcdcdcd(daS(d(dcd(dcdcd(dcdcdcdcd(dcdcd(didcdidc^ 

idcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcdcd^ 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

a)CQ(O0Q03CDOSmD!lQDaiU>COa}a){OtO(O(D0Q09(DOlinailDCO(OpS 

&&&&&& 

HHHEHE-cBEHHHHEHHHE-tHHHHHEH.E-tHtnEHHHBHt^HHHHH 

^r^l^r^HfHrHMfH^Hr^lHl-^r^r^r^r^r^^^fHr^Hr^lHr^l-^^^r^rH^ 

OOCDOOOOCDOCDOOOOOUOOOOOOOOOOOOOOOOOO 

oooooooooooooooooooooooooopppppppp 



wo 2005/074575 



80/134 



PCT/US2005/002941 



oooooooooooooooooooooooooooooooooo 

DQOQQOogQoggoggoQOQQQgoQOQogoQQggg 
aoaooooooooooaooooaooooooooooooooo 

IXlLlJLUUJUJUJUJUJUJUJlJLlJmUJUJLUUJliJUJUJLUI^ 

CO- - CO- - - (ocQCDracototocoiotnco- coco 

mraCDdJCD-- OltdaJ-" tnrHrHrHHiHi-lrHi-ti-lrH(da)a)rHiH 

>,>, >,^^^^^^^^^-n,>,>,>,^^ 

r-tHa5(0(di30}0}(d(dfl}ioco - - - mrHHEHE-»EHHHHHHtd»HrHrHE-»E-» 

XXXu60XXXu6(drd(d 6 cocococQcocama)- toco 
(tfrtrHrHHrHHnJaJcdnJnJnJOQcacQcnrHEH XHE-tHH 

XXXXXXUOOU mfHrHHrH«-Ji-lrH(CCDa3aiCO01)fHH 

n5(Ual(CaJmnJi-i»HiHrHi-irHrHpH»HrHH (didnJidcoto- <dtd 

XXXXXXXOOOOOOaOCDO (T3rHr-JrHrHr-Jr-l(0(d<«(d<(J(d(dr-ji-! 

(DrH<l<rt^<l<< (dlHrHrHn-lrHi-lKliie^ 

^^r^Ht^HHHnJr^l-^r^r^r^r^r^Ht^• 

a)(DtOCQCn(0(QtOCQCO(OmDQ[OD}(QCDHi< Xi<i<<<<<'< Mi-H 

r^r^r^r^^^r^H^H^^r^^^H^HH^^r^p^< QIDQCO- con .Jfl 

^^I^ouUfl^r^r^r^r^r^rHp^l^r^oo ^ 

rHHiHi-HrHrHrHrHrHiHiHrHrHiHiHiHr-lE-' (DO)- Q)- 

U)i-ICD (drHf-4rHrHrHrHiHHr-lrHrH (dH 

(0(da}m(is<da}(dn5(dfl3<d(d<d(d(d(d>ii-i xhmhhmhhhhhhxh 

G)i-} (di-lr-»i-lr-li-liHiHrHrHrHr-l (0 (tf «J 

cocnoQ oQcomaj^DOiDcncQ ©in mroroHCDXUUOUOCDOOOOOtdnJaJ 



a}Q)a)a)(i>a)a)a}<ua)a)OJ<ua)a)(UOr-im(ditf(d(0(dm(d(d(d(tf(d(drHr-ir-i 

HHr^r^Hr^r^r^Hr^Hr^r^r^r-IHr^OXXXXXXXXXXXXXC^CDO 
HHHHHHHHHMHHHHI-IHH 

r-it-it— it— \r-\T-^r-\t-it—ir-^t-ii—ii—it-ii— if— it-i (fi (ij (d (d flJ fd (d (d fd td <d (d td fd (d nJ 

oooooooooooooooooxxxxxxxxxxxxxxxxx 

>H >^ >^ >i >^ S >i >^ >^ >^ >t >, S S >i >i ------------ - 

rHrnr^rHi-HrHr-JrHiHiHiHrHrHi-irHrH fd TO TO TO TO TO TO TO W (o TO (d TO TO TO (o TO TO 

OOCDOCDOOCDCDOOOOOCDOfdcd<drd<d(drdrd(dtd(d(d*d<dtd(dcd<d 

XXXXXXXXXXXXXXXXXX 

(dldrd (did (drdffjcd rdflSaJ«JaJ<dm >i>iS>i>i>t>i>i>i>i>.S>i>i>i>t>i>t 

uuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuu 

l^H^^lHp^l-^lHr^r^^^r^r^^Hr^r^r^fHlHl-^l-^r^r^•HlHl-^lHr^r^r^r^f-lr^JHr^ 
OOOOOOOOOOOCDOOOOOOOOOCDOOOOOOOOOOOO 

pppppopooooooooooooooooooooooooooo 

C^CUCUp4Di04CU04(l4OiQ<0uaiQiDiO404DiQiOi04QjO4piPiO4OiPiPi(l(CU& 



o 



wo 2005/074575 



81/134 



PCT/US2005/002941 



booooooooobboooooooooooooooooooooo 

^999999999999999999999999999999999 
ooooooaoooooooaooooooooooooooooaoo 

uJUiuJLUUJiJUiJUUJUJmijjmLJJUJUJLummmujuJLULijmuJU 

taCOCQOIOOCQCOCQ- COCQCOnCQGODlCOO)- OamODOlCOaiQQiD- CQOOQQ 

&&&6'd'&&d'§ cr&&£?d'&&&d'!!i 

>tS>H>i>.SS-^ >i>.>,S>i>i>i>i-^ >i>,S>i>iS>i-^ 
HHr^r^r^H^^ «J aa (Oi-ii-irHHHi-ifHiH fd CO (OiHiHi-trHHi-tr-4 nl a 

xoo xou xou 

m^<MMJ^J-t- v^hiHMMV^M- UMM^V^V^- HBb! 

XOOO XOOO XOOO 

laCOCOCQCQ- OOIQCOCQQICQ- OltOCOCQOl- CQDHIQ 



X < < < < < < , xsCrtifccrtirt:^: x 

rdHrHrHpHHrHrHHt-'E-' ClJrHrHrHr-JrHrHrHHH CdfHrjrHr-jrjr-jr-jE-l ttfrj ^« ^ 

Xrt:^^:^:^:^^ x<:<<2rt:ri:<^_ x<<<<<<<^ x^: 

(Or^r^lHr^r^rHr^Hr^uaJ^^r^r^rHr^^^H^^r^rtl-^H^^^^^^l^r-^r^ m 

xi<rt:<<<<<rt:ri:^ xri:<<<<<<<<xi«a:<rt:*<rt!rt:i«j:rt:g*grtd 

XXXXXXXXXX^^^^ 

HHHHHHHHH fO (t nJ (d (fl oJ nJ (d (d (d id >i>i>i>i>i>iS>i>i>»>i>i>i>i 

XXXXXXXXXXXUUUUUUUUUUUUUU 



<drd(d(d(did(d(d(d<Da)<i)a)(i)<U(i)a)a)a}a)aj<i)a>(U<i)(i)a)a)a)a>Q)a)a}a) 

(d»d td OJ Id (d <d td a}rHrHHiHfHiHiHrHr^rHiHiHr-lr-li--lrHrHrHrHrHr-ir-liHrHiH 
XXXXXXXXXUHHHHMHMMHHMMHMWMHHHMHMHM 

HHr^l-^lHHrHrHr^r^r^r^l^HrHr^^^p^l^l^fH^^r^r^Hr^Hr^r^l^•^r^r^r^ 

OOOOOOOOCDOOCDCDOCDCDOCDOOCDOOOCDOOOCDCDOCDOO 

(dfd(dcdrd(d(dn)(d(dcd(d(d(d(d(d<d(dcd(dfd{d(d(d<d(d(d(d(d(d(d<d(d(d 

(did(d(d(d(dfd(d(d(d(d(d(d(d(d<did(d(d(d(d(d(d(d(d(d(d(d(d(dn^ 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

(d(dtd(d(d(d(dQ}id(d(d(d(d(d(d(d(d(d(d(d(d(d(d(d<d(d(d(did(d(d(d(d<d 
(d(d(d(d(d(d(dn5<d(d<d(dtd(d(d(d(d(d(d(d(dn5(dcd<dn}(d(d(d<d(d(d(d(d 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

HHlHHlHHl^^^HlHr^r^Mr^p^lHr^r^rH^^r^r^r^Hr^r^r^Hr^lHrH^H^H^ 

OOCDOOOOOOOOOCDOOOOCDOOCDCDOOOOCDOOOCDCDOO 

>i>^S>,>i>,>i>,>t>n>iS>i>^>^>i>i>^>i>i>i>.>^>i>n>^>i>i>»>i>i>i>»>< 
r^r^l^r^r^r^r^r^r^lHr^r^lHl-^r^Hl^r^f^r^r^^^I-^r^r^l^r^r^r^r^r^^^^H•-l 

C500000000000CDCDOOOOOOOOOOOOOOOCDCDOOC5 
OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOpp 



wo 2005/074575 



82/134 



PCT/US2005/002941 



ooogogogoooooooooooooooooooooddddd 

QQ99999QQQQQQQQQQQQQQQ9QQQ9QQ9QQQQ 

ooooooooooooooooooooooooooooooooao 
lymmumuJLumuJiximmmujLuumiijm 

^^5ririri^^^^S^d'^E-«E-«E-»»drHrHrHH£H idHrHrHH rdr-lrHrH (dH 

X O O O ^ ^ ^ ^ X O O O ^ ^ ^ X O O O ^ ^ XOUU XOOOXCD 

rtidcdcdnjctfrjldajcdaJidnjfljmajcdcdnJaJ XXXXXHHH 

mm<d.dnjcdldaicd<d(dcdcd xxxxxx6'6'u6'o6'o6^^^ 

j^j^^uM xxxxxxx<<<<<<<<<<^<:<^ 

xxxxxxxx<<<<<fiCf^*3:<c<<<<<<<ii^fi^ti^t^i^ £ 

J3J5i?J?'?*^*^'^**^'^'^'^"*"*^<o«J<0(d{dnJcd(d(d(dtd(did(d(d(dm(ti 



HHHHHHMH 



(UQ}(u<U(U(i}a>(i}{U(u<D<u<i)<ua)a;(U(U(i)a)a)(ua)a)(ua) 

ririr!r!ri'~^'~''^'~*'^'-''-''-<'-^^'-lHrHrHrHiHrHrHrHiHrH 
HHHHMIHHMHMMHHHHMHHWHHHIHHHH 

SlSSSSSSSlSlS 2 2 ^ttfrndtdmrdrtcdotJoJaJ fd(d"aJmldnj"rdnJnJ«aJ 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

S!SS22!S!3!3!S!S!S2!5!5^'^^'^^*^^"5'idd'(d^ 
5555555S5555.'5.^.'5*5^'^*^'^'^^"^"5«i'^«J^<C(fl<«cdtdid 



wo 2005/074575 



83/134 



PCT/US2005/002941 



boooooooooooooddoddooooooooooooooo 

0009990999900000000000909909099900 
0000000000000000000000000000000000 

LUIiJLUUJLUlULiJUJLUUJUiUJUJLJUUJUJlJUUJLUUJL^ 

(0 ucd m oOOuGuOooodj uOouOuuuurt u6u 

COCOaJtQ - - Wi-lrHiHrHrHi-li-liHiHfdCQtOrHrHi-liHrHi-lfHHaJtQtQrHrHi-l 

rHm(0 (droa)mHEHHEHHHHEHEH(tfHr-tnHEHHEHE-'E-'E-<E-< mHHHHHE-" 
0<dtttnJ>i>i>iO XC500 XOOD 

>< O O O O O O fti(C(CnJm(d- (OmaJtOnJ- (dtdnJ 

(drHHi— ii— J«— I nj (d nj to (drHiHrHi-i td Id fd (d nJ td cdi^r-iiH 

to CO ro m 0) to mr-l»a;<rt;rt:ril (drHrHrHHrHrH^riJrf:^ {flrHMrHHiHrH^^ri; 



H (d • O 



fd(dd(d{d(dcdpHHHHH(drirHrHrHiHrHrHEH 

rjrjrjrHrHrHrH<: X<<rfiri!rf!rt:ri: XiS^rtj^rtJ^riifJ: XUtT 

td ^ ^ idid<d<d(d<did(d<d(d ^ cdcdfd(d(d<d(d(d(d(d{d'^'^ 

U I4 L| U U H ^rSaO JdrHrHiHrHrHHrHHrHU (drHiHrHrHrHrHrHrHi-H (d 



(d (d vi 



tQiHidCDCocQaiaimcocoincamtDraGCtracQaitDiQCQ 
(d (d (d (d fd fd (d >iH «>t>i>>>>>5^> (d (d aJ 

rHrHr-jrHHrHrHU ><Ou0uo6u666><OG0Gu6u6ucdcdcd(d 

Q)(da>a)(D(ua)<u(D(i)(i)a)' •> - 
coa)tomroD3[DHafiHiHrHfHiHrHr-iHHr--i(d(d(d(d(d(d(d(dm(d(dD()(QCQm 
>s,>,>i>,>,>i>iHXHMHHHHHHWM{d (d (d (d (d cd <d <d td (d td >i>i>iS 

ouuouuu xxxxxxxxxxxuouo 
(ua)(U0a)(i;(U(d(d<dn$(d(d(d(d(d(d(dcd<ua)(ua>aja)(D(i)a)(U(D(DQ)(ua) 

iHrHr-lrHHrHrH(d Cd(d (d td (d (d(d(d(d tdldrHrHrHi-lrHr-Ji-liHrHrHrHi-lrHrHi-l 
HHHMHHHXXXXXXXXXXXXMHH HHHHHHHHHWHH 

rHr^r-trHrHrHflS(dflJfl}(dfl5(dtdid(d(d(d(did(d(dnscdnS(d(dn}(d(dcd(d(d(d 
OO'OOOOnJcd(d(d(d(d(d(dcd(d(d(di0d(0(d(d(d(dtdfd(d(d<dfdfd(tfid 

Td'IdnJrtld'Jd^J:d;3:3;3p:3p?3:d;3:3;3^jp::t?j^3^3:3pJ;:5:3;3^ 

fd (d td fd fd fdrHrHrHrHnHr-}.H»H(-{rHHrHi~4rHfHHi-lrHi-tr-lrHHrHr-4iHHrHrH 

xxxxxxooooooooooooooooooooooouoooo 

tdfdfdfdfdfdfdfdfdfdfdfdtdfdfdfdtdfdfdfdfdfdtdfdfdidfdfdfdfdfdfdtdtd 
fdfdfdfdtdfdfdfdfdfdfdfdfdfdfdfdfdfdfdfdfdfdfdfdfdtdtdfdfdfdfdtdfdfd 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

HHrHiHrHMHHiHiHiHiHr-IHHi-li-IHrHiHHrHrHrHf-Jr-lfHHrHrHHrHi-lrH 

0000000000000000000000000000000000 

CQ[O(OCQO)tOQ9m(DCQCQO}0QO}COCOD3D3(D(Q00(nCOQ!]O3(O(OQI}Q)aia 



E-«HE-»HBHHMHHEhE-«EhEhHHhHHE-»HEhHHHHHE-iEhHHHEhHH 

lHr^r^r^lHr^r^^^^Hr^^^l^r^l^lHr^r^^^I-^r^^^r^l-^r^r^r^•-^lHr^l-^HIHr^r^ 
0000000000000000000000000000000000 

ooopoppppooooooooooooooooooooooooo 

PMPttaiO(O4a<oiO4O4aifUP4aiPipLip4O«o4piO4piOiC^fii(^(^CM0if>4(^P4Ojpupi 



wo 2005/074575 



84/134 



PCT/US2005/002941 



dodddooddododbdooooooooooooooooooo 



CO QQCOtQCQ'- CQDQCQCQaQCQCQ'- (OGOnoOCQIQ- (DOCOtOtfi- CQUQ) 

,_4Hi-trH(dCQ«)rHrHrHrHfHHaj CQCQrHiHrHrHr^rOO)g)rHiHrHH{dmmr-4rH 

O O O O cd S >, O CD " ^ . ---- - - - - - 

XUO K>,ww r^,^^ ^ ^ 

HHEh mHrHrHEHHHE-«H CtJrHMrHE^E-iEHH (drHrHrHEHHEH aJr-irHr-4EHH <d 

XOOO XOOO XOOO XOOO X 

(QCQ- OJCOtDW- tOCDCQ- DOOl- ID 

XHHHEh XHHHE-*^^ XHEhHH^ xhbhh^x 



(tfnJ(TJnJnJ(d(tJrHi— i(dRJfOrtfnJcdtdrH(dfrfaJtdaJaJ<TJ(iJ<dtrfnJ(iJ(0 

njHiHrHrHHrHriJiCi; (Tji-HrHr-HrHrHHri: (dr-HHHHHr-j tOrHr-Jr-jrHp-j lO Oj (d (fl 

X X X X 





Q 


Q 


O 


Q 


G 


o o o o o a 


LU 


LU 


UJ 


LU 


LU 


LU 


0) 


W 


(O 


CO 


</> 


CO 






(0 


GO 


m 


Q} 


"id 






>1 










u 




o 


o 














OQ 


0) 


rH 


rH 


rH 


rH 


& 


O 


o 


O 


O 






>i 


hr 


hr 


hr 


hr 








EH 


Eh 


Eh 




O 














(D 


CQ 


CQ 








& 


>i 




nJ 








U 


U 


(d 












X 






rd 


cd 






CQ 


to 


rH 


rH 


nJ 


OQ 








(d 


>i 
O 






(d 








td 


rH 




rd 


(d 




H 




(d 


rH 


H 








X 




< 


(d 


(d 


m 


(d 


(d 


(d 




r-l 


(d 


rH 


rH 


H 




< 


X 




< 





rHrHrHiHrHrHrHH ^rHrHrHrHrHrHrHCdrHf-iHrHrHH (d(d (d(d nJ (d fdfdtd rtJ fd 

- XXXXXXXrt,«,w;R, 



>i>i>i>>i>i>«d >i>i>i^^^^<d (d (d (d (d (d m nJ m <d (d m <d m m (d td td fd 

Pf7Hf^^Hf^f^XHHHfHHtHH nJ (d fd cd (d <d (d fdrHrHrHrHrHrHrHr-JrHrHrH 

r^c-r-c^c-r^r-^rir-c-t-c-^ ^ ^^^^^^^^^^^^^^^^^^^ 
(d(dfd(d(d(d(drdid<dtd<dtd{didtd{dfd<dfd(d{d<dfdfd(dfd<dfd(d(d<d(d«d 

(d (d (d (d (d (drHrHrHrHrHrjrHrHrHrHrHrHrHrHrHrHrHrHrHrHrH^ 

><><><><><><<<<<f^<<<<<<<<<<<<<<<<<<<<<<< 

a)(U(D(ua)<D(Da)Q)(ua)a>a)(Da}Q)(i)(i)(U(UQ)<i}(]j(ua}a>(u(i)(i>a)cu(UQ)Q) 

rHHrHrHHHrHrHrHrHrHr-4iHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHHrH 
MHMHHHHMHMHMHHHHHHHHHHHHHHI-IHHHHHHH 

(d(d<d(d<d(did(dnJ(d(dcdfd(dfd(d(d(d(d(dfd(dcd(d(dnSnf<d(dn}(d(d(d(d 
(d(d<d(dnS(d(d(didcd(d(d(d(d(dcd<d(d(dfd(d(tfcd(d(d(d(d(dcdfOctf(d<d(d 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

rHrHHrHrHHrHrHrHrHrHrHiHrHrHrHrHrHrHrHrHrHrHHHr-HiHrHrHrHrHrHrjrH 

OCDCDCDOOC3CDCDOOCDCDOOOOOOOCDCDOCDOOC5000000.0 

{d(d(il(d(d(d(dcdidcd(dtd(dcd(d(d(d{d(d<dtd(d(d(d(d(d(d<d(drdcd(d<d(d 
(d(d(dfdnJ(d(d(d(d(d(d(d<d(d(d(did<d(d(d(d<dfd(d^(d(d(dcdrd(d(d{d(d 
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

>,>iSS>iS>^>iS>^>^>t>i>i>t>,>iS>i>,>,S>^>t>^S>iS>^>^>.>i>,>i 

rHHiHiHrHrHiHrHrHrHHiHHrHrHiHrHHrHrHfHHHiHHi-li-HHrHrHHiH 

OCPCDOOCDOOCDOOCDaCDOOCDCSOOOOCDOCDOCDCDOOCDOCDO 
HHEHHEHHEHEHEHEHEHEHEH^«EHEHEHHEHEHE-«EHEHEHtHHEH£HEHH£HEHHB 

rHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHHrHrHrHrHrHrHrHrHrHrHrHrHrHiHrHrH 

OCDCDOCDOOUOCDOOOOOOUOOOOOOOCDOtDCDOCDCJOOC!? 

oooooooooooooooooooooooooooooooooo 
qi0i04Oip4P4atCup4D«aiCup4O<p«cu04D4OjOi040i04OiCMp4D«Q<pjOiO4aia40i 



wo 2005/074575 



85/134 



PCT/US2005/002941 



O 



dooooooooooooooooooooooooooooooooo 

QQQgQQQQQQQQQQQQQQQQQQQQQQQQQ999QD 

ooooooooooooooooooooaooooooooooooo 

mmujmmmmmmujmmujmmujmmumtJumLUUJmmmmuJujmujuiLU 

&S ^'S S &&6'd'&&&&&S &&&&& 

rdm03fHrHrttOCnr-»(dO)tQ(dtD - - OJtHi-Hi-Hi-liHrHi-HrHnJOllDiHrHrHrHrH 

m >«>ie>C3 ftf>i>iO td>i>itd >ird nj >iDOOOOOOO<C>i>^aOOOO 

rHiHi-HH (drHHiH (di-ifH «dcd nJCQ Q) IDiHEh HHHEhHEh nJrHHrHHHEHHH 

XXXXOOOCDOO rt(dnJRJ<d- cdnJrtnS- 
10(0----. mr^n^r^f-^r^<alnD>tDal^Or^r^r^^^flJ 

OU(TJnJnJtd(tf5x!^,c5,a^,c}J3^XlO XOUUOO X 

XXXXXHHHHHHt^HHH aJcOflJctf-^ ^ ^ (dctfrt--^ 

nJrHfHiHrH(lJ(o(d(uCTJ(oJC»-ji— lr-J(o<u 
td (0Q)[Om COQOCQ (00)0) to CQ CQCD CQ CDrHf:jJ<l4!f<(dHrHrHrHHrH4!<l< (Oi-I 

(tfnJnJidalrtmn5rdtdidrt(«nJ(dfl5(dHHHHaJHHrHr-ipHr-!H • ^ 

rHi-liHrHHi-lrHr-li-HrHi-lf-liHHiHrHi-I»4j Xril^riJriJriJrtJriJ Xrfjicq fn \0 

(ottseotooocomcDcocoiD - - 
r^l^p^r^r^r^r^r^^^r^r^r^l^H•^r^IHOXuOOuOOOOO nl (ti nJ (ti (d 

rt:i!5:<<rt:rt:ri:<Crt:<ri:rt:«=i:<<rt!< xxxxxx 

(Q[QQ9D)ca<DD)m(Qcoroma}Q}(acQ[Ofda5(d(d(d(d(da](d(d(da)(oaicD[OQ3 

ouuuuoaouuoouuooOxxxxxxxxxxxuuouou 
a>(ua}(i}(i)Q)(i)<D(U(t}<D(U(uo)a)<L) - - - - - 

r^rHrHrHrHHrHr-lrHi-4rHrHrHHrH*-l td Cd OJ <d <d «d (d <d (d td (d <d id (6 <d td (d (d 

HHMHMHHMMMMMMHHH id(d(d(d<daSidid(d<dcd(d(d<dnSto aJoj 

XXXXXXXXXXXXXXXXXXJ 

'(d«n5«ffJa}Tdm«iid'(dRtd 

(d tdnScd (d <d Cdm Idnjtd Idtd ld<d (dHrHiHiHiHiHrHHr-IiHiHpHiHrHiHiHrHH 
XXXXXXXXXXXP^XXXXJHHHHWHWHHHMHHMHHHW 

iHHiHiHHrHiHrHiHHrHrHMrHfHrHHHrHHMrHrHrHrHi-li-li-ljHfHr-li-HiHr-l 

OCDOOOOOOOOOOCDOOOOOOOOOOOCDOOOOOOOOO 

(d(did(d(didid(d(d(d(d(d(d(d(d(dcd(d(d(d(d(d(d(d<d(d(d<d(d(d(did<d(d 

(da5cdtd(dnlfdn5(d(d(dn3(d(d(d(d(dnJ(d(d(d(d(d(d(d(d(d(did(d 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

N>iS>i>i>i>i>i>i>i>.>«>i>i>i>iS>iS>t>i>,>i >i'>i >i>iS>i>i>i>i>i>. 

r^Hr^^Hr^^^^^H^^^HlHr^HHr^l-IH^^Hr^r^r^l-tr^r^r^r^f^Hr^r^r^r^^^ 

OOOOOOOOUOOOOOOOCDOCDOOOCDOOOCDOCDOOOOO 

HrHiHiHrHrHMHrHiHiHiHiHiHrHrHHfHrHrHrHrHrHrHiHHiHrHiHr-HrHrHrHrH 

OOOUOOOOOOOOOOOOOOOCDOOOOOOCDOOOOOOO 

oooooooooooooooooooooooooooooooooo 



wo 2005/074575 



86/134 



PCT/US2005/002941 



OQOODQQQQQQQQQQQQQQQQQQQ9QQQ9Q999Q 
CO CO CO CO wwwSSSSScocow 



_jJi-jJJJ5c-4irtr-4r--jr-ii-i»-ii-HrH nJi-irHiHiHi-ii— I rtJ (d oJ oJ n5 «J flJ nJ (d rd cd njflJ • 

majldrt(d(ditf(dnJ(drd(d«d(d(dnJnJ(did(5i5jd«gcd<5« 

m m "!d "fd flS Id 'rt Id 'rd Id "td "rd "Id flS 

<»Q)fl)<U(ua)(ua)<UQ)<y(Ufl)a)a)<u<u(U(u<u(ua)(u<u(U(DajQ)a|aja) 



nJnJnJ(d(dcd(drd(d(d(d(drd(d(d(d(d(did(d(drd(d552S2S52MSS 
(d«(dcd(d(did(d(dcd(d<d(dfl5(d«dmtd{d(drtm55mfl 



82aSSSSSSSSS82SSSSSS2SS2SSSSS2SSS2 



wo 2005/074575 



87/134 



PCT/US2005/002941 



o o o o o 


O 


o 


o 


O 


O 


O 


O 


o o o o o 


z z z z z 


z 


z 


2 


z 


z 


z 


z 


z z z z z 


Q Q Q Q Q 


Q 


Q 


Q 


Q 


Q 


o 


Q 


Q Q Q Q Q 


o a o o o o 


s 


O 


O 


O 


o 


S 


o o a o a 


HI LU 111 111 LU 


LU 




LU 


LU 


LU 


LU 




lU LU LU LU LU 


W CO W CO CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO 


CO CO CO CO CO 



ZZZZZZZZZ2ZZZ 



(0(0(0- moi- 03- - o)a)ca(Q{ocQa}CQ- oqcouuocococq- 

{QHr-JdJCOCDrHCdCDaamCD - - (DrHHi-4Hi-tiHH(dai(DrHHrHrHHpH(tfW 

HH idrHrHiH ctfrHH cd oJ (d 00 09 mrHEHE-»E-«E-«BE-» aJrHr-JHE-«E-<HE-«H (dHrH 
O XOOOXOOnJ(d<d>.>,>iCl> X O O O X O O 

X X X O O O COtQCQ -'" " 



CO CQ - CO 0) (0 CO 



o 



((jjqjqxs (0 (0 rd (tf >i>t>i>iS>iJ5UUOt;o nJ^43^:^IUUOU (dj^xj^ 
XHpPtdcdmnJrHrHHrHiHHH XpHE^H XHHH 

XXJxiXJCSOOOOO (didtdnJ- (dnJjd- 

----- COr-|rHHrH<damCQtQmrHrHrH(dmma)m 

l><><><!><><HHHHHHHHHH <dcd(d- mtd-^^^^^ 

(diHr-ii— ifdcd{d(d<d{dfdrHrH(dtd(o(dn3td 

(d>i^cd(dcdcd(dcd<dcd^fd(dcd(d(d{d<d ^ 

aJcdn5(d(d(dfd(d(daJaJmm(d<drHEHBdHr-jrHrHrHrHrjEH «Orjr-jrHr-jrHrj 

(d(d<d rd <d <d nj «d (d (d cd <d (d (d (d>if< Jd >>1>«>>>>^S>><^ feqj 

<<<<<<<^<<<<<<<^-^^^^^^^^ 

luioididniiOionjcDro""*"""""""' w 

xxxxxxxxx 

(d(d(d(d(d(d(d(d(dfd(dfd<dcd(dfd<d(d(d(d(dcd(d(d(d(d(d(d(d(drd{d(d(d 

rHHr^r^r^r-^r^r^^Hr^r^r^p^l-^^^<d <d (d (d (d (d rd (d rd rdrHr-Jr-jr-ji-Jr-JrHiHr-H 

<t^<<ti^<f^f3:t:i:KC<<<<<xxxxxxxxxx<<<<<<<<< 

>,>,>,s;Sts>«i>iS>i>»>i>^>inS(d(dmrd(d rd rdrd rdrd rd cd cdrd rd rdcd rdcd 
UUOOCJCJUUCJUUOOCJcdcdrdrdcdcdrdcdcdrdcdrdcdcdrdrdrdcdrdcd 

nsmmcdcdcdrdcdcdrdrdcdcdcdcomcoiocQcacococoiocoramcDiDcomugim 
rdcd rd cd cd cd cd cd cd cd cd cd cd <A>^>^>^>^>-t>*p^>^>^>%>%>^>%>i>t>t>t>t>i^ 

xxxxxxxxxxxxxxauucjoouuuouuuooooooo 

0<D(l><U<Ua)(l)<U(U(l)<U<U(l)<l)(l)<l)(I}Cl)Q)(U<l>(l)<U<Da)<l)Q}(U<l}(l><UCU(U(D 
HHr^Hr^r^r^lHHlHr^lHr-^^^l-llHl^^Hr^l^^^r^IH^^r^l-lr^r^Hl-^Hf-^^^r^ 
HHHMHHHHHHHHHWHHHHHHHHHHHWHHMHHMHH 

r^H^^^^r^r^^^r^H.-^^^r^lHr^HHr^r^r^r^H^^r^r^l-^r^r^l-^fHr-^^^r^r^n^ 
OOOOOCDUOOC50000CDOCDOOC30C50CPOOOUOOOOOO 

rdrdrdrdrdcdrdcdcdcdcdcdcdcdcdcdcdcdrdidcdcdcdcdcdcdcdcdcdcdcdcdcdcd 
(drd<dcdrdcdcdcdrdrdcdcd(dcdrd<drdrdrdrdrdcdrdcdrdrdcdrdcdcdrdrdcdcd 
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

^^l^r^HlHHr^r^lHp^lHfHl^lHHr^r^r^lHHr^r^^^rHr^Hr^r^Hr^^^lH^^r^ 

C!>0OC9O0OOOCDOCD0UCI)OCD0OC9CDCDC3CDOOOO0C9O0CPCD 
flDC0Q9QQCOn00(D(OQQQS(O(O(D<DCOISCQ(D(O(Q0Q(QpQ9Q9pQ(QID 

uuuuuuuuuoouuuuuuuuouaaucjoOocjuuuua 

rHrHi-^rHrHrHrHrHHrHiHiHrH»^rHi-HrHiHrHrHrHrHiHrHi-IiHrHrHrHiHrHiHrHi-t 

OOOOC7000CDC300C500000000000CJC30UOOOOOO 

ooooooooooooooooooooooooooooooooop 



wo 2005/074575 



88/134 



PCT/US2005/002941 



666600600600666666660600000 

QQQ9Q9Q99QQ9999Q99QQQQ9Q9Q9QQQQQQQ 
oooooooooooooooooooooooooaoooooooo 
ujmujmiijmLumijaiJmujmmiiJUJUJmmmmmiJJiiJUJLum 
cowcocojococococow 

lOr-lrHrHr-4iHtOtOO!)HrHrHrH(daiaHHi-4njDlCDi-»rHfl5Q)prH ffl mCQnJOl- 

rr\ rt\ rr» r»» rti ^ rf\ r*\ rt\ rft <H Tt\ Tt% rfl r\\ rh <i< ""w^ St- TV\ rW S^. S^.. «H #t< 



td >i >. >i >i 

nJ rH H iH rH 

X O O CD O 



0)1001- CQCO- CD- 

(DrHrH(dcniooitoiDr-iaJcQOJCDa»a)<diawtt)tD----- 

r^(T^r^lHr^r^r^^H(ti(dcd(Od^OaJ(d(^J^drt^Jttftd^tfa3flJ(l$^^5cd(d^J^daJtIJ(lJ 
(d(d(d(d(d(d(dcd(d(d(d(d<d(d<d(d(d(d<d(d(d(d(dfd<dcd{d(d(d{d(d(d(d(d 

%.Si.i&&fi&&'ii-i'i-i'i.'i'i'iii.'i'i-i-3.'ifi-i'iii'i-i-i-i-i. 



id<dcdn5(d(d(d(dtd(d(C<d(d(d(dcd(d(dfd*dtdfd(d(d(d(daJfdfd{dtd(d(dcd 

^^l^^^lHH^^Hr^r^Hr^r^r^r^^H^^^^^-l^^r^r^^^HrHr^^^r-^^ 



AAAAAAAAAXXs:.AAAAAAAAAAAAA^ 

I-^lHr^r^^^l-^r^r^r^^^fHf-^r^r^Hr^r^r^r^^^r^r^r^l-l^^r^r^l-Ir^Hr^l-^ 

OOOCDOOOGOOOOOOOOOOCDOOOOOOOOOOOOO 



S >i >i 

■ iH i-l 
O O 

0000000000000000000000000000000000 



•S. 



cd(d<d(d(d(d(d<d(d(d(d(d(d(d(d(d(d(d(drd<d(d(d(d(d(dn5(dcd(d(d(d<d(d 
fd<dcd(d»da3(d<dtdfdtdnJ<dtd(dcdtdcdcd(d<dd(dfd(dtd(d(d«d<d(dRj(daJ 

a}a)a)<i)(Da><ua)(U(U(i)(U(u<U(Da)<uo>(i>Qj(Da><u<i)Q)(u<ua>a)(i)Q>(i)<i}<u 

HrHiHrHrHrHHiHr^HrHrHiHrHrHHHHr4rHrHHHrHiHrHrHi-li-<HiHrHiHfH 
HHHHMKHMHMWMHHMMtHHMMMHMHMHMMMMHHHHI-l 

fHlHr-^r^r^^^r^^HH^^r^l^^^lHr^r^HHHlHr^HHr^r^IHl^r^IHr^^^r^r^ 

OOOUOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO 

fd(d(dnS(dn5(dcd<d(d(dnS(d(d(dn](d<d(d(d(d(d(d(d(d(d(d<d(d(d(d(d(d(d 
(d(d(d(d<d(d(dfd(d(d(d(dcd{d(dfd(d(d(dcd(d(d(d(did<d<d(d(dcd(d(d(d(d 

HHHr^HHHlHr^r^lHl^^^r^Hr^HHHlH^^r^^^r^H^^^^r^r^r^^^f-^^^r^ 

CDOOOCDOOCDOOOCDOOOOOOOUOOOOOCDOOOOOOOO 

(0(OCODOCOCD(OCDO!lCOID(DCQQ}ai)aiCDCD01IDIDO}IOa>a)(nCO(00001ID(DQ 



wo 2005/074575 



89/134 



PCTAJS2005/002941 



oooooooooooooooooooooooooooooooooo 

0909900090999990090090909000999009 
aoooooooooaooooooooooaooaooooooooo 

UJUJLUUJUJIJJUJUJUJUJIJUIllUJUJLUUJLUIJUUJUJ^ 



0QrHiHrHrHrHHmWCQrHi-li-li-liH(daiaiiHrHiHrHnSD3inrHrHrHnJn» 

(du xou «uo xua..x{u 

(D^nl-iHHE-♦E-^E-•OJr^^^^^E^E^HH aJrHrHrHEHHHaJrHfHrHHE-" (OiHrH 

>,>,o XOOCD xooo xooo xoo 



OOnJnJirJ- rdaS- ctf- 



CQiHri>H(dO)tDO}CO(OrHr-l 





Ui 




>i 




U 






QQ 


rH 


>i 




U 




>i 


hr 


















m 


m 


(d 


td 


X 


X 


CO 


CD 


>i 




u 




fd 




rH 






< 




td 


Al 


TV 



,c . . _ . . _ ^ , , ^ 

HHtdnJ- »d- 

{drHrH(dtd{dtd(dnJnJi-H{d(d(d(d(d(C(dtdfd(d(d<dtd - - - - - 

CD CnrH<rt; rdi-lrHiHiHrHHriJ tdrHrHiHrHr-lrH (diHiHiHrHpH (d Id fd (d <d Cd 

>i>i< x<ri:rt:«^ri:<4: xrf:<<<rt:<x<<rt:<rt:<dfdcdcd(dJd 

OU>-i- - XXXXXX'-'w^.' 

nj (d(TJ(dtdcdnj(d(dfd(d(d(dcdtd(d - - - - - - - *i 

idtdrHHnJrHrHrHrHrHrHHfdrHrHrHiHr-ir-iCdrdfdfdtdaJtdfd (d(dm(dldfd(d 
HH< Xrt3'<<<<'<ri^<JX<rt;<<rtJ<|CC(dlTj(d(d(d{d(dr-liHHrHr-lrHrHfH f^O 

- xxxxxxx<ri;<<rt:rt:ri:<w^ 

(dvNfd ^t>i^^^>>i^<c((Tjfl} (0(d (d fd (dcd (d<d (d cdtdcd <d (d (d (d (d (d (d (d )mm /i\ 

C^J-------------------^. ------------ 

I— i(d(d(d(d(d(d(d(d(dcJ{d<d(d{dnJ(d<d<d{dfd(did<d<d(d(did(dcOfdcd<d<d 
f4!(d(dn)n](iS(dn5(dfd(d(Ofd(d(d(d{d(d(d(d(did(d(d(d<d(dfd(d{d(d(d<d(d 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

(d<d(d(dnS(dcd(dcd(d(d(d(dnSn5(d(d(d(d(dfd(d(d(d(d(d(dfd(d(dn5(d(dfd 

(dHrHiHH'-i'HrHiHrHrirHrHfHMHrHHrHiHHrHrirHHHrHrHHiHrHr^ 

X'<«=<rt:3^<<<<c3<rt:rtq^i5C<<<i<i<<'<<i<:<rti'fl:rt:<d 

Q)(Q(Q0QCQCOQa}(OO10QCQQQ(OCQIDCQtnU}00tOa}tOCOCOCQ00O)CO(OCOIOffi 

(U(uo)iu(DQ>(U(i}(U(U(U<uo>(i>a)(i)iu(i>(U(ua)(U(u<i)(i)(D<u<i><i><i)<Da)(U(i) 

iHHiHrHrHiHrHrHHfHrHfHiHrHrHrHf-lrHi-lr-liHfHHrHrHHrHrHr-IHrHHi-IH 
MHHHHHIMHHHMHHMHHMHWMHHHHIHHHHHHI-IHHH 

iHHiHrHiHrHrHrHrHiHrHi-lrHf-HrHrHfHHrHrHrHrHrHHiHrHrHrHHrHrHrH»-IH 

OOOOOOOCDOOOOOOOCDCDOCDCIUOOOOOUUOCDOOOCD 

n)(d(did<TJflSn5(d<d<d(d(dnStdidn5(d(d(d(d<d(d(dQ}(d(d(dctf(d<dnStd(d(d 
cdn)(d{d(dfd(d(d(d<dfdcd(d(d(dn!}n)<d<d(dnS(d(d(dnJ(dnl(did(dn3(d{d(d 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

r^l^Hl^l^^^^^r^r^r^l-^^Hl-^r-llHHp^^^^^H^^r^^^lHlHr^r^r^Hr^r^Hr^H 

00000OO0OCDO0OOO00000OOO0000OO0O0C50 

iaO()CDCOCQCncO(OOCDa(DCQ(Oma)(OQ)(QCQ<SD}(D(D(0(Da)IOO()a!lffl 

ououuaoaouauouuuaooOuouoaooaooouuu 

iHHrHiHiHrHrHpHrHrHrHfHrHrHrHiH.Hr^fHrHiHi-HrHrHrHrHrH»Hi-lrHr-*rHrHf-l 

OOCDOOOOCDOCDOOOOOOOCPOOOOOOOOCDOOOOOOO 

oooooooooooooooooooooooooooooppppo 

OiC^CiiO^CUOiPiO^OjCUOiDiOifliCUCliDiCbQiOiOiOiOiCUCUC^OifliPiOiCbfliO^ 



wo 2005/074575 



90/134 



PCT/US2005/002941 



booooooooooooooooooooooooooooooooo 
aooooooooooooaooooooooooooooooooao 

mmLUmLUUUJLumujmmuJiiJmuujmmLuuuJUiiiJLum 
CO cocojocowwcowco 

(OCO- 100)- t»- - QOCQOQaiCDCQ- (nOQCOOSQ}- (OCQ<OU}- 

XUOOXUOftfcdrd>i>i>iO XOCDO XOOO XOO 

xxxxoooooo ccm- «j- - 

oiamcQCQmcomgimcommrH^mHrjrHrHrHHdrHiH ^ 

rd(dn5(i}(diilfdnl - - - - - ^ _ _. ^ ^ « 

ri:<rtii<ri:rt:<ri:ri:rfj<rt:rt: ^ xxxxxxx^rfjri:^:^:^:^^^* 

^ ^ ^ & ^ & & ^ & & ^ & S S S S S S § S S S S S I S S S I's'sl I S 



a>(ua}a>Q)<u<u<u<D(U<i)(UQ)a}<i)a)(i)a>Q)o>a)(i)C)tt)(i)(i)(i)<UQ><i)a)<u(i)a) 

HrHi-liHrHrHfHiHrHrHMrHHHHHrHiHrHiHr-liHrHHiHiHr-IHrHHHr^ 
HHHWHWJHHHHHHHHMHHHHHHHHHHHHHHMHHHH 

^^HHlHHHH^^r^r^fHr^r^•Hr^^^^^r^r^r-^r^f-^r^H•-^r^ 

OOOOOOOOOOOOOOOOOOOOOOOOOOOOCDOOOOO 
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX. X 

Hr^r^^^r^fHr^^^rHr^f^^^H^^lHr^r^r^l-^r^r^Hr^fHr^r^r^M 

OOCJOOOtDOOOOOOOOOOOUOOOOOCJJOOOOOUOOC) 

l^r^lH^-^^^rHr^l-^r^r^^^Hr^r^f^^^^^Hr^^^^-^r^l^l^r^^^^^ 

OOCDOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO 

oooooooooooooooooooooooooooppopppp 
D4Oip4O4O4Cucu04CUD4CU04040iCMPi0iO4pucuaiaiaia«cuaiCii0t0iQiDi0i0«D4 



wo 2005/074575 



91/134 



PCT/US2005/002941 



o 


O 


O 


o 


o 


o 


o 




2 




2 






Z 


Q 


Q 


Q 


O 


Q 


o 


Q 


a 


a 


a 


o 


O 


o 


O 


LU 


LU 


LU 


LU 


LU 


LU 


LU 


CO 


CO 


CO 


CO 


CO 


CO 


CO 



§5 



.a 



OOCOCO- IQCO- CO- - CQCOIQCOD]- DDDDtOD}- tOQ}(0- 

S?riri!SP^'^fS?f?^P'_." miHrHiHrHn3miDiHrHi-HaJ(0tD,H*tH(lJU)CD 

>iC50 >i>.0«J >i>iii5>i(d (d NOOCSO (d>i>*aoC5 aJSNOOoJ >i>i 

u^^ xuu^ xuoxunjni o^^^ xaa xou xuu 

----- CQHOlCOCOtQCOaitdCQCOQQO}-*--- 

XXXXXHHHHH^»HEh£-»E-» - XXXXXH 

(d(0(d(TJ(dn)n} - - - - - - 

Oouuuouuoucjuouu xxxxxxouaauo 

------- 

<^^<<<<<rtjrf:rt;<rtiri:<ci<xxxxxxx<rf:<ri:<fl:<ri;<i;rt:<ri: sf- 

XXXXXXXXXXXXXXXXXXXX 

xxxxxxxxxxxxxxrt:rt:rt:rt;ri:rf:ri:^<<:<:rt:ri:ri:ri:rt:<ri:rt:rt: 

a)(Da}(U(U(DQ)(uo>a)0<u<i)a}a)(i)(i)a)a>0a)<i>(u<u<i><uQ)<Da)c>a)a)a)a> 

HHr-jrHH rHrHplrHrHrHrHrHHMHfHiHiHrHr^rHrHiHtHrHrHiHrH^ 
HHHHHMHHHMHHHHHHHHHHHI-IHHWHWHHHHHMH 

HHiHfHHrHrHrHrHrHrHrHrHHHrHHrHrH»-iHr-li-4Hi-IHrH.HHiHHiHr-IH 

0C5OO0OOOa0C)0UC)CDC)OC)CDC)0CDCDC)OC5O0333333 
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

ooocDooooooocDooc9oo33333333333S33oo3 

in09(D00a9COCOQQ{D0DO)COCO(DtOV300(O{Q0[IQ(OO2tO(O0Q(Dffi(SCO(Dm 

ooooooooocpoooocDoooo3o3333333333333 

gppppppppooooooooooooooooooooooooo 



wo 2005/074575 



92/134 



PCT/US2005/002941 



6606666666666666600000000000000000 

DQQOQQQQQQQ9QQ999DQ999QQ9Q999Q9QQ9 

0000000000000000000000000000000000 

ujujLUUjmmuJUJUJiiJLiJ 

0) CO CO CO (0 CO CO cococowcococococow 

mm- CD- - COQQQaa)- (OQQO}- (OCO- 03- - ^ 9 ^ 



XXXOOOCDCDCD - XXXXOOOOOO ^ _ 

fHE_,EHEHHEHE-«E-«H XXXXXHHHHHHHHHt-«><;?<;?s?<; 

5 J2 5 ^ 5 * * * « « « * « Itf 2 « 2 2 '2 2 2 2 2 5 '2 2 2 £. 2. 2. S. 5. O £? 

rHHrHrHrHHrHHr-jrjrHrHrjrjrHrHrHrHrHiHM 

<u(uo(U«(ua>o>a>vo)0)0>4)0)<i>o>uvi)<ui>a)<ua>a><uv<ua)(i)a)V(U 

nHMHHHHHHHHHHHHHWHHHHHHHHHHHHHWHHW 

oooooooooooooooooooopoppppp poop pop 



wo 2005/074575 



93/134 



PCT/US2005/002941 



o o o 


o 


o 


o 


o o 


Z Z 2 


z 


z 


z 


z z 


Q Q Q 


o 


Q 


O 


o o 


o o a 


o 


O 


o o o 


111 UJ LU 


LU 


UJ 


LU 


LU LU 


CO CO CO 


CO 


CO 


CO 


S2- JS- 



0)0)- ID- - mm- m- - ra- - - 

X X XX ^ X XX XX X ^ ^ 

mmi-i(dtomnJo)-- mrHnJcomcdra-- mnjm-- Priri 

ou xuoxunjtc a xtToxomjd ^ x ^ 3 S 3 3 

- XX, XX xxxx ..yy 

>i>i(0>^>i--- >i(d>i>i--- >,^^ 

HHnJrHHfO(tittfmmmrH«jr-4rHaJ(d(ammm(d»tfnjmm - - - gjHHH 

M---- ---- XXX MSS 

A (d nJ a (d >i>i>tS>«Std ctf >iS>i!>i>:i------ ^ ^ ,^ r,. & ^ ^ 

xxxxoouucDOXXXXOOOOomm^^^^>i>.^>iO cor^^ 

XXXXXXXXXXEHEHE-tHHt^HBHE->E-tHHHHHE-»HHM^^^^ 
mmmmmmmmmmmmmmmmmmrommmmmmmmmmmr-j^ PD*^ 

rHrHiHiHHrHrHrHrHrHrjrHfHrHrHr-jrHrjrjrjrH^ ^ 0)- 



m iH nJ H 



(U n5 (d (d 

mmffimmmmmmmmmmmmmmmmmmmmmmmmmmoirHfdcdfd 
a)<U(U<UQ)<i)a)(U<i)<U(i)Q)(U(U(i)Q)a>Q}a)<U(i)(i}(i}a)a>(u<i)<U(U<U(dcd(d(d 

Hi-IHHHrHHHHi-li-lrHHiHrHrHrHiHHrHi-IHi-IHi-irHi-lrHiHrH (tf fd d<d 
HHMMHHHHHHMHHHMWMHWHHHHHHHMMHHXXXX 

r^Hr^r^Hr^Hr^r^^^^^^^^^lHIHHp^^^l^Hr^^HMlHl-^^^r^^^ cd fd (d fd fd 
00OCD0O00O0OOO0OGOOC500OOO00OO0 <d (d id fd cd 



O 



X X X X X 

(d(d(0(d(d(d(d(d(d(dalcd(d(d(dcdcdcd(d(d(d(d(dfdcd(d(d(d(d::}^^0:^ 

ta(dnJ(d(d(dcdn3(d(d(dcdcd(d(dfdtdcdfd<d(d(dcd(daJ{d<d<d(drHrHr^ 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXOOOOO 

>iS>i>t>.>i>,>i>^S>^>i>.>^>i>i>i>^N>i>iS>i>^>»S>*>^>NNS 

rHHiHrHrHr-<HiHrHiHHiHiHi-liHr-lrHiHr-!rHHrHHiHrHrHrHf-4HrHrHiHr^ 

00OC9CDO0OO0O00C9OOOOCDOC9O0O0CDU0C300C5O0 
QmcommcommQsmmcQmmaimQimmmmmmaicQmaicomoQmoaQkD) 

r^^^r^l^r^r^lHr^r^r^Hr^l-^rHr^lHlHl^^^^^lHr^Hr^Hr^r^rH^^^^ 

oooooooooooooopppppp pppppppppppppp 
O4f>jOiO4aiOiO4O4f]uojp4pjOiOjP«o<(^t^p4(^O4a4Oii]uaiO4p40<piO4p4OiO«O4 



wo 2005/074575 



94/134 



PCT/US2005/002941 



6000000000000000000000000000000000 

QQQQ99QQ99Q99Q9QQQQ9QQQ9Q9QQ99Q999 
ooooaoooaooaoooooooooooooooooooooo 

LUUJmmujmmmujmuLuumujmmmmmuuujujuLijmLijmmuJ^ 
oooDCQcooQmuto}- cQtocQCQiDcoosmo)- (ocQOQoiiQmoim- copou 

S 

HrHi-tiHiHrHi-l fd 03 Uir-ir^i-ir-ir^rit-ir^ (0 CO CQrHrHi-li-li-irHrH tC tO m<-*rHrH 

0000000 td SSOOOOOOOO td >i>iOOOOOOO nj>*>,000 

^ 3 Xi 3 S (d >.>,>i^^xixj^^j3 fd >,>,s5^^f:f}^ |d>t>.>.^^^ 

HHHHHH idr-iHrH^iEHE-»EHE-«E-»H fdi-liHrHE-tEHHHHEn tdiHiHHEHHE-< 

XOOO XOOO XOOO 

mcncocDai- comracQiDm- . .B'P^ 



XJEhBHH XBPIhH XPHEhH 

(dJdcdcd- (d(dtd(d(d- (dcd(dtd- td<d<d 

(dnJnj- (drdtdoJ- ^^^^^".^^^^^^^^^ ^ 

HrHMmrt(dcd(d«d(dfHrHiHiHnJaJ(dcdcdcdnJrHrHr-!cdrdcd<d{dfdidHrj^ ^ 

>iS»d<d<dtdnJnJfdn3SSStdcd<drd(daJaJ(d>i>nnJ(d(d^ 

HH (dr-trHrHi-fi-jtHiHHHH tdHrHr-jrHr-jrHr-lEHEH flJrHpHrHrjrjrjr-j^l fdrH 

x<rt:rt:5a<<: x»^rti<riiri:rtirti x<<<<<<< x < ^ %n 

03 - - ,£3 

n5nJid<dtdid<dnJ<dRJ>tidnJ<d(dnj(d(d(dfdfd(d<d«d(d(d(dalid(d---- go 
<dr^rHr^r^r^^^r^r^^^O rdl-^r^r^^^^^r^Hr^r^ (dr^^^r^r-^^-jl-^r-^r^ (d«d cd id ^ 

iDCDoiiDtororawoioQtdKOBCoajCDaiaicDm-------- -'- ^ 

w^wv^v^wws^wv^,-,ww xxxxxxxxxxri:<:rf:< 
(U(U<Dii)(i)(ua)(u<u - - - ' - - ' ' * <- *' 

HHr-irHrHHiHHHn3m(d(d(d(d(d(dmmmooa}cD(QcooQU}caQ]a}a)comg) 
MHHHHHHHH (d oJ (d (d (d (d (d (d (d (doJ S>i>iS>i>i>i>i>i>i>i>i>i>i 

xxxxxxxxxxxuouuuuuuouuuuu 

ldldmmd(dm(d(d<ua)(U(i>(U(ua>(U(U(U(U<i)(U(UQ)<U(U(ua}a}a)(i)a)(ua) 

<d <d Cd (d (d (d nl td (drHr-li-liHHrHr-lrHHrHrHrHrHiHi-iiHrHr-4iHHrHrHHrH'rH 
XXXXXXXXXHWHMHHHHHHHHHHHHWHHHHHHHH 

d(d(dnS(dn}ididid(d(d(d(d-(d(d(d(d(d(dnl(d(dcdfd(d(d(d<d(did(d(d(d(^ 

(d(d(d(d<d<dcd<d(d{d(dcd(d(d(d(d(d(d(did(d(d(d(d(drd(d(d(d(d(d(d(d(d 
(d{d(d(d(d(d(d(d(d(d(d(d(d(dn}(d(d(d(dcd(d<d(d(d(d(d(d<d(d(d(d(dnJn5 
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

r^^^l^l^r^p^lHr^l^1Hf^r^r^r^Hr^r^Hr^r^r^r^r^•^r^r^r^r^r^lHHr^r^r^ 
OOOOOOOOOOOOOOOOOOOOOOOOOOOOUOOOOO 

r^^^r^l^l^r^lHf^l^l^r^l-^r^r^r^lHr^Hr^r^Hr^Hr^rHlH 

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO 

uuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuu 

r^l-^r^l^r^lHl^r^r^lHr^Hr^r^r^f^rHHr^r^IHr^r^^^l^r^lHlHlHr^r^rH 

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO 

oooooooooooooooooooooooooooooooooo 
0ip4p4O«O4O<aiDicuoicuo4Oi0404Ci4O4O4OiO4ai(ii(^0iCuaiPMCu04Oi& 



wo 2005/074575 



95/134 



PCT/US2005/002941 



oooooooooooooooooooooooooooooooooo 

aooooooooooooooooooooooooooooooooq 

iiimmLijmuuujujujmuJijjmmmujmuJiijmujLiimujiLumm 

CO CO CO CO CO c2,J2,J5,wwc2,wcococo(ow 

Qocotoai- oQtQcotnroo)- oaujcQcoto- cowtato- mjoro- 5*^? 

r^^^H rdCO COHrHrHiHrH (« CD TOi-lrHi-lrH (0 CQ WrHi-lrH d PP*^^ 

nJ— - ?SrSrNPSPSt~'t-*E~' 

•HiHrHrHrHpH nJrHi-irH'^'-''"' nJn5rd tdrt («(d nJnJ td nJ (d (d (0 (d ro idrumrocd 
^>i^>^>^nJ(d{dfdnJ(dcd(d(dfdnJ(daJ(dd<dnJnJ(dcd^ 

(d<d<d(d(dtd(d(d(drd(didtdfdtdcdrd(d<d<d(df[j<d<d(dcd(d(d'd(d(d(d(d<0 

r^r^^^r^^^r^r-^Hr^r^r^r^r^^^^^rjr^r^r^rjr^f^ 



(ua}a)cu(U(U(ua)(i)a}Q)a)<ua>(U(D(U(ua)a)<Da>(U(i>(Da)0)a)(DQ;(Da)(U(u 

Hr^^^Hr^r^Hr^^^lHr^lHr^r^f-^Hr^r^r^^^f-lr^H^^r^^^^^r^Hr-^^^r^l-^r^ 
HHHHMMHHHMHHMHHHHHHHHHHHMHWWHHHHMH 

(d(daJfddnSnj(dni(d(0(d(d(d(d(daS(d(dcd(d(d(d(d(d(d(drd(dcd(did(das 
cdcd(d(daSni(On]rdcdaS(d(dnSnsc0(dfd(d(d(d(d(did<dal(tf(did(d(o(o(o(d 

(drdcd(d(d(d(d(d(d(d(d(d(d(d(d(d(did(d(d(dn5(dcd(d(d(d(d(d(d(dfd(d(d 
id(d(d(d(d<d(d(d(da$(d(d(d(d(dcd(d<d(d(d(d(d(d(d<d(d(d(d(d(dn$d(dflf 

,^P^P^,-^,H^^^^r^H^^^HfHHr^^^l^^^^^rHr^lHHr^^^l^rHr^^^^^fH^^r-^r^^^ 

OOOOCDCDOCDOOOOOOC!)OOOOOOOOOOOOOOOOC!JOO 

Hr-liHrHr^rHHHHrHHi--liHiHHHr-^HHHiHHHr^r>4f-4rHHHHHrHrHH 
^^^^,-^f^P^P^r^•^#^l^IH»H^Hr^Hl^r^^^r^1HlHr^l^r^I^^Hr^^Hr^IHl^r^ 

OCDUCDCDaOOOOCDOOOOCSCDUOC^OCPOOOOOCDCDOOCDOO 

oooooooooooooooooooooooooppppppp pp 



wo 2005/074575 



96/134 



PCT/US2005/002941 



oddooooooooooooooooooooooooooooooo 
zzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzz 

9099999999999900000999900009900009 

ooooooaooooooooooooooooooaoaoooooq 

(Q. - caiQcococoaicQQoa)- qiucqcqcdqococo- oootoaicQ 

% &S S &&&&& 

taCDmO - - CDHi-lrHHrHHHH rOlOWrHi-iiHiHHf-lr-lnJ m Wi-dHr-lrHrH 

(drHHiHrHdJ (;5(0nJ(d(ddrHi— lrHlfl(dlTJ<fl(CtflnJHHCo<u<tf 
aiO)CDCQCDa)0}H<l<<<(drHiHHHiHH<i!Ci<aJr-ji--jrHrHrHpH^ 



OQIDCD CD CD a)0}H<lfi<<< (diHrHr-HHrHHrtJitCri: tdrSrHrHrHrHpHri;rt;(qrHrH 

UL|U U U U U r-^ U mr^r^r^r^f^lHr^r^^^tdr^IHr--^^^^-»I-l^-lr-j aJfltfflJCdtd OS 

a]cCQ3CO(a(0CQCQ0}(Q[O-- - - - -- -- - 

HrHrHrHHr-lr-lUXUUOUGOUOU (0 (0 (« (0 OJ fd Ctf (d (d tdHrjrjrjrjrj 

a}0]Dia](Qco(oaJa]cd<d<d{d(d(d(dnSrdCQioma}mcocofflmma}CQCQCQCocQ 



<D 0) <u d> d) 



HHHrHiHid<daJ(dcd«dtdid«l(dnJnJn$(d<dtdnj(d«Jtdtdri{dcd{dcd(dcd 
HHHHH(d(d(d(d(0nl(dntnS(d(d(dcd(dd(d(O(dn}(0iQ(da)(O(d(d(d(o 



(dcdcdcdfdfd(Ud)0(ua)a)OQ>oa><i}a)(i)O)Q>(Da>a}<i>a)a)<uo>a)(i)a)a}a> 

(d nJ <d <tf <d ldH^-lr^Hr^r^r^^^H^^HH^^r^r^r^^^r^r^^^^^r^^^Hl-^Hr^H 
XXXXXXHHHHMWHHHHMHMHWHHWMHHMHMMHMM 



cd(d(d(d(d(dfd(d(d(d(d(d(dcd(d(dcd{d(dcdcd(d(d(d(d(d<dfd(dcd(d(d(d(d 
(d(d{d(d(d(d(d(d<dcd(d(d(d(d(d(dcd(d(d(dcij(d(d(d<d(d(dnS(d(d(d(d(d(d 

fHr^r^r^r^^^r^H^^r^p^r^^^r^IH^^^^r^Hr^^^rHr^lHHHr^lH^^r^^^^^rHH 

C50000000000000CDOCPOUOOOCJOOOOOCDCDOOOO 

^^Hr^I^l^f-^HHl^r^^HHr^r^Hr^r^r^Hr^H^Hr^^^Hf^r^HlHlH^^r^r^H 

OOOOOOOOOOOOOOOOOOUOOOOOOCDOUOOOOOCD 
majiDCDaoacocoiDCDcococDiDQmaoocoinosoicQCDOicomracDa 

r^HlHr^r^r^r^r^l^r^^^lHl^l^r^^^r^H^^r^f^r^r^lHr^^^^^r^r^ 
00O00000O0OCD0CDCDO0OC5OCDO00CDOOO0O00O0 

oooooooooooooooooooooooopp pppppppp 



wo 2005/074575 



97/134 



PCT/US2005/002941 



6666666666666666666666000000000000 

QQQQQQOQQQQQQQQQQQQQQQQQQQQQQQgQQQ 
0000000000000000000000000000000000 
UJUJmUJUJliJLlJUJliJUJUJ 

CO WW w w cocowcowwcoj2,J{i5!iJfl52.^ 

>S3So xoocD xoao XOOO XOOOXOOtg 

(OOQU)'- oito- to- ^ 

mmraraHrHoJCQttinttairHnJracDrauiraidraramto---- 

KHKld<«(0(OnJ«d(dflJrjrHHM«H«Hrj 

^^^rHrHrHrHrHrHrHrHrHrHrjrHrHrHrjrjrH.HrjrH 

"(omajldmaJrt^ltfnanjajmrtm^rt^tdm^ jtfjg 2252 22 
maifu<u(D<u<Dd)a)(U(U<i)a>(i)(u<i)a)<U(i><i)(ua}a}a>a>a)a)0)a}0)(U(U(i}(U 

^HiHHrHiHHiHHrHHrHfHiHHHrHHrHrHiHiHHHiHfHiHHrHi-liHrHf-liH 
RSfJHSHHHHHHHMHHHHHMMHHHMWHHHHMHWHI-l 

;;;:;;:5;H;H;^^;5HrHrHrHHrHrHrHrHrHHHr^rHHHMrHMrHH^ 

ooooSoooouoooooooaaooooooooooooooo 



oooooooooooooooooooooooopppppppppp 



wo 2005/074575 



98/134 



PCT/US2005/002941 



OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO 
gggQgQQQQQQQQQQQgQgggQOQQQQQQQQQgQ 

oooooooooooooooooooooooooooooooooo 

UiUJUJUJUlUJLlJUJUJLUtllUiLiJIlJUJUJLULUUJLULUUJLUU 

(dW - - OlHr-JrHiHrHrHrHtdlOCOHiHiHrHrHi-ICdlOCOi-lrHfHrHrHmaiOrH 

XU(C(dU XUU XUU XOO. 

<daJtD M (OiHHHHBEhE-* («rHrHrHE-«E-»E-'BEH CdrHHHHHEHH (UrHrHiHE-l 

«d«J>i>i>iO XOOO XOOO XOOO 

HiHrHHrHH XHEhHH XHE-iHH XHHE-f^ 

OOOCDOtdnJidrd" nS(d(d- rJnJ- <d 

Xl^43;c;^|0^^^^ xuuuuu xuuoou xuouuu 

ojrHrHrHnJtdnJfCtdnJtdfHfHnJnJtdnJcCfdfdt— iaJ<iJ{dfi5(dfdnJnJ 

>i >i S S ri: . X <: 

nJ>i>icdnJfd(d(OctiiTj{d>i<Otd(d(Tj(8(0(TJ(tJn3(TJnj(dnJnJ(Tj - - ^ tS 
(ti aj (d (d «Jr^HE^.n^r^H^-|^^r^^^^^H (d^^ rd (d 

^ < ^ 



OIQ 10 00 m r-\ < (SC < (drHr-jr-lHr-|rHi<rt: (dr-jHr-Jr-jr-Jr-Hiej: (drHHrHr-|r-Jr-j (d 



(d fdrHHEH (diHHrHrHrHiHrHH flJiHi-lr-liHt-HrHrH (dHi-liHHr-JrH (d (d • » 

|— I ft r-l i~i r*n rS " " " " t" " " ?S " " " " " U) lu *0 «U lu 'O *U lU ' } 

rtlrtlri;^:^- ^ ^ ^ XXXXXXXX^rt: 

(d(d<d(d(tfidtd(d(0<0""*~~'~"""' oq 

(d-(d(dnj<d(d(d(d(d(d(d(dn}(d(d(d(d(d(d(d(d(d(d(drd(d(d(d{d{d(drd(d<d 

iHr-lr-lr-lrH (d (d Cd (d (d (d Cd <d (d (diHrHrHrHrHr-jrHrHiHrHrHr-jiHr-Jr-Ji-lrHr-jrH 

i<icc<rt:<xxxxxxxxxx<<<<<:rti«<<rf:<<i'=i<irt:'^rii'=i 

DDOiaitQ------------------------------ 

^>«>i^(d(d(d(d(d(d(d(d(d(d(d(d<d(d(dfd{d(d(dcd(dcd(d<d<d(d(d(d(dcd 
OUOO<dn)(d(d(d(dtd(d(d(d(dcd{d(d(dfd(drci(d(d(d(d(d(dfd(d(d(d(d(d 
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

o)<u<i>(U(u<ua)<UQ}<i>(ua)<u(i}(u<i)a)<L)a)a>(i}a><i>(UQ)0)(i)a>a)a)(U(UQ)(u 
lHH^^lHl^r^f^^^^^lH^^lH^^^^^^Hl-^r^r^lH^^Hf-l^^r^l-^r^r^^^r^^^H^^H 

HHMHMHWMHHHHHHHHHHMHI-IHHMHMHHHHHHHH 

(d(d(dfd(d(d(d<dcd(didfd(d{d(d(d(d(d(d(d(d<d<d(d(d(drdtd(drd(d(d(d(d 
(d(dcd(d(dcdid<dcdd(dnj(dfd(d(d(d(didn$(dnj(d<d(d(d(d<d(d(dcd(d(d(d 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

Hr^r^f^r-^r^f^r^r^.Hr^r^^^r^r^fHr^IHr^r^lHr^lHr^^-^r^r^t-^l-^r^r^r^lHr^ 

OOOOOOOOUOOOOOOOOOOOOOOOCDUUOOOCDOOO 

r^HlHr^lH^^Hf-^r^r^r^r^r^lHr^lHHlHlH^^r^lHlHr^r^lHlHrHr^r^r^r^r^M 

OOCDOCDCDCDOCDOOOOOOOOOOOOCDOOOOOOOOOCDCDO 



>,>^N>,>i>,>^>,>,>,>t>,>tS>i>i>i>i><>^>i>i>.>i>t>*>»S>t>.>t>its>. 
^^Hl^l^r^Hr^^^l^lH^^lH^^lH^^l^r^r^r^l^f^l^f^•Hr^l^r^^^r^^^r^l-lr^l-l 
OOOCDOOOOOOOOOOOOUOOOOUOOOOCDOOOOOOO 

ooooooooooooooooooooooooooooooppoo 
OiOiOiOtCbcuaicucuciiaicuaiai&aiDiCucbcuoiQicuotOtOiOiCUP^aiaiai^ 



wo 2005/074575 



99/134 



PCT/US2005/002941 



6666666666060000000000000000000000 

oooaoooaaaooaooooooaoaooaoaooqqqqq 

ujmmmuJumujmujmmLiJUJUjmLJjmuJmmmmijJUJmmuJumuJUJ^ 
0)0)0)0)' wTOcocD- (DoacQ- toto- 0)- - aicDmascpo)^ 
— iHrHnJHioiiHiHiHaJCQtniHiHnjrooOrHnJmiDajtD - - ?Jr?'d'^'^'r!c:!i9 



aiu)tDiDU)0!)nJmaiioco----- mr-ir-jrHnjropa) 
^Jmm^^(dr^^^Hr^lHr^^^^^H^^r^Hp^^^^^rHr^r-irH x<<'<»sCri: rj & 

L.J L-* ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ «rr ^ rft* » «^ 



0) 



K^^^^ < <^ <<<<<<<<<<<<<<<<< < 

rHrHrHrMrHrHrHrHrHiHrHrHrH^rjr^HrHrHrjrHiHrHr^ tdcg 22222 

0a}(U(U<U(Da)(D<U(U<uo)(U<i)<UQ>(i)<i}(U(i)<i}Q)O)(U(D(ua)a)a)<i)(Uii)(i)a) 

l^HlHr^H^^r^Hr^r^•H^^HHHr^HH^HHHrHr^^HHH ^^H 

HHMHHHHMWHHHHHHHHHHHI-IHHHHHIHHHHHHHH 

Hr^l^Hr^^^r^HH^^l^l^rH.HlHr^r^f^r^^^l^^Hr^r^f^r^r^r^^^r^r^r^ 

oSSooooooooooocsoooooooooooocDoooooo 

lllllllllllhhhllllhllhhhlllllllhlh 

^H^^l^r^^Hr^I^r^f^Hr^r^l^r^r^f-^Hp^r^r^r^IHl-^r^Mr^^^^^I-^lH 

ooooooooooooooooooooooooooaooooooo 
oooooooooooooooooooooooooopppppppp 



wo 2005/074575 



100/134 



PCT/US2005/002941 



oooooooooooooooooooooooooooooooooo 

QQQQgQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ 

oooaoooooooooooooooooooooooooooooo 

ujujujmuJUJUjmmuJLiJLJLiLumuujuJLijmiiimmujLijmumujm 

CQCOCQCOCOa)- COC00}CQC0<- CQCQCQCO- tOtOCQ'- (OCQ- CO- 

X X X X X ^ X X 

(()ai^HrHHiH(dCD 01i-lrHHi-4maiO)rHrHrH 03 CO lOi-IH (0 M ©H (OtDO) (d CO 

©roco- coco- CD- - XXX 



(tf- *" XXXXXE~'£~*£^E^HE^E~' 

HHri:<tfrHfHrHrHrHi-^nJrHrHrHHrH(iJ(dcCnJaJ(drawrorocoromgim j;. 



HHctff^H^^r^^^IH^tf(dfd<tffd^JaJ^5«Jtdco^Jtd«Jcd(dc\JaJ(d^J^^J<dfl^^lJ^d 

2<X< l<i<<<'<f««J'lJ««ttf'«<tiHrHrjrHrHrHrjrHrHrHr^ CS'"' 

xxxxxxxrt:ri:<<rt:<<<«<<ri:<<rt:rt:rt:<:ri: 55^0 



nJltJnJtdal miHrHrHrHrHHrHpHrHHiHrHfHiHiHrHrHrHrHHrHrjrjrHr^ a> 



U 

tH(d Id 10 lU 10 to lU lu 1—1 r— I r— I r— 1 r—j r-;r-ji— t i— i »~]'~; ^-j »— i >— i > j tj >> ij 

xxxxxxxx<<<<<<<<<<<<<<<<<<<<<<<<< 

(d(d(d(d(didn}(dn]nJ(d(d(dnJn3<d(d(d<d(d(d(d(d(d(d(d(d(i5(d|d(ddfd(d 
(d<d(d<d<dnj(dn3<d(d<dcd(dnJnJtd(d(d(d(dcdaJnJ(0cdaJcdaJflJtonj<q 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

nJ(d(d(d(d(drd(d<d(dcd(d(d(drd(dcd(d(d(d{d(d(dcd(d(dcdtd(d(d(d(did{d 
cD{D(0{Q030}C)[QO)c()coa){oa]coD!)a)(na}0)ma)cocQco(DCQCQcoropa)pQQ 
(U<u<uQ}a}(U(U(D<u(i)(U(ua)Q)(u<i>a)(D<ua)(i)a><i>(i)a)(u<i>(U(i)<i)(u<u(UQ) 

HHHHiHHrHHiHrHrHf-tr-lf-li-lrHHHHiHr-lrHfHiHrHHrHHiHr-liHHrHrH 
HHHWHHWHHHHMHWHMHHHHHI-IHMHHHHHHHHHH 

(d{d(did(d(dtdrd(d(d(d{d(d(d(d(d(d(d(d(d(d(d(d(d(d(d(d{d(d(d(d(d(d(d 
(d(d(dcd(d<d(da)td(dn3(d(d(d(d(dd(d(dfl;jl(drd(d(dn3(da)(dn3(d<dn)n}(d 
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

^^P^^r^r^r^r^lHl-^rHfHr^r^r^r^r^^Hl-^r^^Hr^r^r^^^r^lHHIHI^r^l-^^^l-I 

0000000000000000000000000000000000 

oSoooooooooooooooooooooooooooooooo 

>«,>.>i>»>iS>H>iS>i>.>i>i>i>i>i>iS>i>i>i>i>iS>i>*>iSSSSSSS 

HHr^^^I^r^lH^^r^r^lHr^r^r^r^r^r^l^Hr^l^•^r^r^^Hr^r^r^r^•^ 

0000000000000000000000000000000000 
0000000000000000000000000000000000 



wo 2005/074575 



101/134 



PCT/US2005/002941 



6666666666666666666000000000000000 
QQQQQQQQQQQ9QQQQQ9QQQQQ9QQQ9Q9Q99Q 

oooooooooaoooooooooooooooooooooooo 

UjQjmmujLUUJmUJ 

wSwwwSwcotocococococococowcocowcocococ^ 



^ ^ >,^Ja^^m ssN^^i'io >i>i>i^^m >->iN^5>:^>'^2 2r>r:n 

(0 CO OQrHpHHH (CrHrHr-lHBB rUrHrHrHB^B <S^^;^C^^5rtrt?SSrirf 2 

>*>»>HO Xooa xooo xacDo xoooxoo^ 



>1 

000 

M M ^ 

ooooooooooooooooopopoppppppppppppp 



wo 2005/074575 



102/134 



PCT/US2005/002941 



ooooooooooodoooddoooddoooooooddddo 

aQQQQQQQQQQQQQQQQgQQQgQQQQQQQQgggQ 

oooooooooooooooaoooooooooooooooooo 

UJUJLUliJUJLUUJUJUJLUUJUJUJLUUUllJlilUJUJllllilUJ 

CQ* > COCDG&OQCQ** OQCOCOCQ" CQC009~ CQCO" DQ-' - 

(CCD-- (Oi-liHi-lrHaJCOtOrHrHrHdJCQCQrHrHrdCDlDrHajDQCOrtOJ-- CD 

(d>i(0(d >iOOOOrd>s,>iOOO(d>*>iOO{d>»>iOtij>t>,(d>,(a(« >i 
xOmid u xou xuu xuu xuuxocdfd u 

Id ftf Cn CO COHHHH (TJiHrHrHHEn nSrHiHiHE-* idHiHi-l (tfi-lrH (« (0 OJ OQ 0) (OrH 

OOUOOd- - XXXXOCDCDOOO 

COH(dCO(OCQtOC0(dCQ0Q(DC0--->^ CD 

^xjxjx:x;o xOouOoxuuOu(dn5mfd{dx3x!xJx?x:x:45xjx:xJo 

HHHHH - ^^^^^ XXXXXHHHHHHHHEhH ^ 

cdfoiOCOiotoCD------ «- 

OaCOWtOOlrHnJrHrHrHrHf-lfdftinJcdnJfdaiaimcQCDCOCQCQCQCOCOCOCQCDtQcO 3 

------- ^ Wi^ 

(d(d(d(d(dn5(d(d(dn}(d(t5<dn}(ddfdfd(d(drd(dtdid(didcd<d(d<d(d(d*' " 

XX^^ 

(d(d(d(d---------------------------- H^a> 

r~tiHp-ii— t<d<d(d(d(d(d(did(d(d(d<d(d(d(dcdtd(did(dcdtd(d(d<d(d(did(d(d 4> 
^rf2^rf!<d(dn](d(d(d(d(d(d(d(d(dn}(dcd<dnj(drd(d(d(d(d(d(dfdfdd ^ 

xxxxxxxxxxxxxxxxxxxxxxxxxxxx<:<i 3 

(d(d(d(d(d(d(dfd(d(d(d<d<d(d<d(d(d<d(d(d(d(d(dfd(d{d(d(d(dfd(d(d(dfd 

rd fd fd fdfHrHiHMHrHrHHrHHrHiHrHiHiHrHfHrHiHrHrHrHrHrHiHrHiHrHrHf-j 

xxxxrt:<i<ri:rt:rt:rt:i<i<<rt:rt:ri:<<<ri:rt:rf: ri:<<rt:rf;rt:art:,< 



(d(d(d(d(dtd(d(dfd(dfdfdfdfdcdfdfdfdfdtdfdfdfdfdfdfdfd(dtdfd(dfd(dfd 

CDCOCDOQCDCQCQCOCQCOCDCOCDCQmOQCOCDCOmCDCDCDCQaiOlCDIDCDCQCQCOCQra 

<u(U(U(D(ua)<u(U(U(D(i><u(u<i)0<i)<i>(i)a)(i}(i)(u<u(i)(i)a)a}(uo)(i)(i)(U(i}(i) 

rHr^rHiHrHiHiHHrHfHrHr-lrHrHiHHHr-tr^HrHHHrHrHr-4rHr^rHrHrHr-)r-ir-i 
HHHHMMHMHHHMHMHHHHI-IHIHMMHHHHHHHHHHH 



Xaa 


Xaa 


Xaa 


Xaa 


fdfdfdfdfdfdfdfdfd 
idfdfdfdcdfdfdfdfd 

xxxxxxxxx 


Xaa 


Xaa 


Xaa 


Xaa 


Xaa 


Xaa 


Xaa 


Xaa 


Xaa 


Xaa 


Xaa 


Xaa 


xaa 


Xaa 


xaa 


Xaa 


fd fd fd fd fd 
(d fd fd td fd 
X X X X X 


:i 


H 


S3 
iH 


iH 


iHiHiHrHrHrHiHiHrH 


rH 


:^ 

i-H 


rH 




:i 


:i 








13 


:s 










pi 


3 13 ;3 ;3 :3 


f-i 
o 


CD 


CD 


CD 


CDCDCDCDCDCDCDCDCD 


CD 


CD 


O 


rH 
CD 


rH 
O 


rH 
O 


rH 
O 


rH 
CD 


rH 
CD 


rH 

CD 


rH 
CD 


rH 

o 


rH 
CD 


rH 
CD 


rH 
CD 


rH 
O 


rH rH rH H rH 

CD O O CD CD 


>1 




>i 












>. 




>i 


>i 






>1 










>« 




>♦>.>,>,>, 










i-lrHi-iHHr-lrHi-IH 

CDCDCDCDCDCDCDOCD 


CD 


CD 










H 

CD 


CD 




rH 
O 


rH 
CD 






t 




1 


ft r-i 

CD CD CD CD O 




Cys 


Cys 


Cys 


uuouuuoou 


Cys 


CO (D 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


CO (0 to CD CD 


Thr 


Thr 


Thr 


Thr 


HHHHHHHEhH 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


^ ^ ^ 5 

H H E-i Eh H 


Thr 




Thr 


H H Eh H Eh 


>. 

r-l 


>i 

rH 


>i 

rH 




rHiHrHi-lrHpHiHrHrH 


>i 




>^ 


>^ 




>i 


>i 




S 


>. 






>i 


>i 


>t 




S N >t >i 


CD 


CD 


CD 


o 


CDCDCDOOCDCDCDO 


i-H 

CD 


rH 
O 


CD 


rH 
O 


rH 
O 


rH 
CD 


rH 

CD 


H 
CD 


rH 
CD 


rH 
O 


rH 
CD 


c3 


rH 
O 


rH 
O 


rH 
CD 


H 

o 


rH rH rH rH rH 

CD O CD CD CD 


Pro 


Pro 


Pro 


Pro 


ooooooooo 

PiOiOiQiDiCUDiOtOi 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


0 O O O 0 
M M M M ^ 

01 CU 04 p4 Pt 



wo 2005/074575 



103/134 



PCT/US2005/002941 



dddddoodoooooooooooooooooooooooooo 
zzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzz 
9999999999099000000099099099000999 
oooooooooooooooaoaooaooaoo 000000 00 

lijLummmujuJiijmujmiiimujmuJujmmujmmmmLymaiujm 

C/)COWC0C0C/)COC0(0C0COCOCOC0WC/)C0C0C0C0COCOC0C0C/)C/5C/>CO(/}(/) 



S x X XX ^ X ^ X XX 

HHrH(dcotnrHrHnjwcQH(dmo)(5co--- P'-;!'t!?SPSP^::;!!2^JP!SP":-"L 
. XUU XUU XUOXUnJcC XOU X^'-^X'-*^^ 

^ XOOO XOOOXCDO^^^^gi^O_ XOOCDXOOgrtrt^^ 

- XXXX 0*0 O O O O ^ ^ ^ XXXXCDOOOO 

XXXXXHEhEhHHHHBHEhXXXXXHHHHHHHHEh 

(dmaJfdnJCQintDcoioairacQOioooimajio - - - - - - - - - - - - - - - 

xxxxxuuOuuuOuuoaauuni m tdcd nJcdcd (d(d td (d td<d(d <d 
^^^^ XXXXXXXXXXXXXXX 



aj(dd(d(d(d(d(didid(d(d(d(d(d(d(d(d(dmmppmng)pmro(ora 



. o 

(d(dfd(d(d(d<d(d(d(d(dfd(tf(d(dnt(d(d(d(d(d(dfd(d(d(d(dnt<dQl(dnS(tfnS ^ 

(d(d(d(drd(d(d(d(d(d(d(d{d(dcd(d<d(d(dcdrd(d(d(d(d(d(d(d(d(d(d(d(d(d 

(d(d(da5(d(d(d(d(d(d(d(d(d{drd(d<dcd{d(dcd(d(d(d(d(d(dcd(dn$rda5(da3 
r^r^l^^^l^l^l^HHfH^^Hl^Hr^r^l^Hr^^^Hr^r^Hr^r^Hl-^l-lr^l^r^l-^r^ 

HHHMHHHHHMHHUHMHHHHHHHHHHHHHHHHHHH 



(d Td (d 
(d <d cd 
XXX 


<d 
<d 
X 


(d 
(d 
X 


X 


(d 
(d 

X 


% 

X 


(d 

^§ 


(d 
(d 
X 


(d 
cd 
X 


n3 
(d 
X 


(d 
(d 
X 


Cd 
(d 
X 


(d 
rd 
X 


rd 
(d 
X 


(d 
(d 
X 


(d (d 
(d (d 
X X 


(d 
(d 
X 


(d 


(d cd (d (d (d 
(d cd (d (d cd 
X X X X X 


cd 
(d 
X 


(d cd cd <d fd (d cd 
cd cd cd cd (d <d cd 
X X X X X X X 


?i P 

•H H rH 


:i 

H 


^ 
CD 


:s 

CD 


?i 

rH 
CD 


CD 


CD 


a 




?I 

a 


?l 

rH 
CD 


H 
CD 


::J 

iH 

CD 


iH 

CD 


=J 
CD 


rH rH 
CD CD 


^» 

rH 

CD 


rH 

CD 


^ ^ ^ ^ 

t-i r-i, r-i 

CD 0 CD 0 0 


rH 


3 :3 ^ 0 :3 j3 ;3 

r-i r-i r-{ r-i r-i r-i 

CD CD 0 CD CD 0 0 


S s >. 


>* 


>i 


>i 




>* 


>i 


>1 




>i 


>i 












>i 




>i >i S >i 
i-i i-i r-i r-i 


>i 
rH 


S >i >i >i >i >i >i 

r-i r-i r-i r-i rH rH r^ 


r-l H iH 


»-l 


i-i 
CD 


r-i 

CD 


CD 


rH 
CD 


«-l 
CD 


iH 
CD 


»H 


rH 
CD 


rH 
CD 


H 
CD 


iH 
CD 


iH 
CD 


H 


rH rH 
0 CD 


rH 
CD 




CD CD CD CD CD 




0 CD CD CD CD 0 0 


D) CO (D CO (D 

&&&&& 


(D 
U 


02 
U 




m 
u 


03 

>« 
u 


& 


§. 

u 










01 
>^ 

u 


. o> m 

&& 


§. 


0 

>l 

CJ 


0} 0) 0) 0) 0) 


m 
u 


0 0) n 0) CO 0) 0) 
&&&&&&& 


^ ^ 5 

B H Eh 


Xi 
H 


H 


H 






XI 
£h 




x; 

H 


H 




H 




H 


H Eh 


H 


M 


M IH M M 
X5 ^ XI XI X? 
Eh H Eh Eh Eh 


1 


^ ^ ^ ^ ;S 5 5 
H H H H H S H 


>. >t 












>i 


>i 


>i 


>t 


>i 




>i 




>» 




>i 


><. 


N S >i >i >i 

rH H rH iH rH 


rH 


>, S S >i S S S 

rH r-i r-i rH rH r-i rH 


•H H r-4 
CD 0 0 


•H 
CD 


»H 




CD 


H 


iH 




i-l 
CD 


rH 

CD 


iH 

CD 


H 


rH 

CD 


rH 


iH 

a 


rH rH 
CD CD 


rH 

CD 


H 
CD 


CD CD CD CD CD 




CD CD CD CD CD CD 0 


000 
M M M 
P4 Oi Pi 


S 

Pi 


s 

P4 


0 
U 
(U 


S 


a 


s 


S 


g 

0* 


2 

01 


2 

Oi 


a 


a 

Oi 


0 
O4 


a 


P P 
Oi CU 


a 

Oi 


a 


9 9 9 9 P 

}^ M M M }H 
Oi Oi Pi O4 Oi 


a 

04 


0 0 0 0 p 0 0 
M M M V4 M V4 M 

01 Pi Pi Pi Pi Oi Pi 



wo 2005/074575 



104/134 



PCT/US2005/002941 



6666666666666666600000000000000000 

OQQQQQQQQQ9QQ9QQQQ9QQQQQQQQQQ99QQQ 
nooooooooooooooooooooooooooooooooo 

uJUJUJUUJUJUJUjmLuujm 



omwcorawaiaoitDOicQWDarotDracDcorarHri; x<;rf!rt;<i<ril(sC 

«««««« 

^ ^ ^ ^ ^ ^ ^ 5 j!5 ^ ^ ^ ^ ^ ^ ^ ^ ^ 2 2 2 2 S S S S S ^ 

Id 'nj 'ni "oj """J "nJ 2 2 « 5 5 2 2 2 S 2 2 S ^ ii il il il il i! i! 5 

ajnl Oj (d <d (d (d (d <d Cd OJ nj rt Cd <d <d (ti (d ^O^^^Hr^r^Hf^HH ^^H^-^Mr^rHr^ 

gg2SSS88SSSSSSS2222Sg2gSa22222SSSS 



wo 2005/074575 



105/134 



PCT/US2005/002941 



dodddddddddddddddooooooooooooooooo 

QQQQQQQQQQQQQQQQDQQQQQQQQQQQQQQQQQ 

ooooooooooooooooooaooooaooooooaooo 
\n\nium\uinmm\uiu\n 

OBoamaicQiotD- moaraioajaitQ- pmmaitoa)- P?£?P?"L ^ 

& 

XOOO XIOOO XOOO XOOO^ 

tDCQCDCD- CQCQCQCO- CQOQ(D- PP".,..^ 

w w w VM . ^ . . I . . . K..K..n< li ll 1.1 ll 



HHrH«do}mpmmrHrHrjctfmramowrHrH<g«(ororaM 



HHnJnJ(d(dcd(Oa3H»Hai(dcd(da3idtti»3idnJ<d<dnJfiJ<ddtanJ»d 



(i5<tfnJ(d(d(dcOnJ>iaJ{dnj(dnJ(d<dtd<dtc<tfaJtd(tJn5 



(d (d <d (d 
(d cd (d Id 
X X X X 


(d 
(d 
X 


fd (d (d td fd 
(d (d nj 1— 1 iH 
X X X < < 


(d 

rH 
< 


m 
< 


(d 

rH 
<< 


rH 
< 


m 

rH 


Cd 

rH 
< 


cd 

rH 
< 


cd 

H 


cd 

H 
< 


cd 

H 

< 


cd 

rH 
< 


cd 

rH 


cd 

5! 


cd 

H 

< 


cd 

rH 

rf: 


cd 

rH 


cd 

H 


cd 

rH 
< 


Id (d cd 

t-^ r-t ri 
< < < 


cd 

H 
< 


Cd cd 


a OQ CO DQ 

&&&& 


CO 

>i 
u 


CO OQ 01 0) CO OD DQ 


CO 

>1 
0 


CO 

& 


(0 

S 
u 


u 


u 


>i 


u 


CO 

u 


00 

>1 

u 


CO 

>1 
u 


0} 

>1 


m 
>^ 
U 


CO 
>i 

U 


03 CO (0 CO CD CO 

&&&&&& 


m 
>i 
U 


CO OQ 


(d (d (d (d 
(d (d (d (d 
X X X X 


m 


(d (d (d (d (d 
(d (d <d <d (d 
X X X X X 


(d 
rd 
X 


(d 
(d 
X 


(d 
fd 
X 


Cd 




(d 
(d 
X 


(d 
(d 
X 


Cd 
(d 
X 


(d 
(d 
X 


s 

X 


(d 


cd 


1 


cd 

^ 




Cd 

^ 


cd 

<S 


Cd 
(d 
X 


Cd id Cd 
Id cd ol 
XXX 


fd 


Cd (d 
(d m 
X X 


(d (d (d (d 
Id (d (d (d 
X X X X 


(d 
(d 
X 


(d (d <d n5 (d 
(d (d (d (d (d 
X X X X X 


cd 
(d 
X 


(d 
<d 
X 


cd 
fd 
X 


cd 
(d 
X 


cd 
cd 
X 


cd 
cd 
X 


cd 


cd 
cd 
X 


(d 
(d 
X 


cd 
cd 
X 


(d 
cd 
X 


(d 
cd 
X 


cd 
cd 
X 


cd 
cd 
X 


cd 
(d 
X 


cd 
cd 
X 


cd 
cd 
X 


cd 
cd 
X 


cd cd cd 
(d fd (d 
XXX 


cd 
cd 
X 


cd cd 
cd cd 
X X 


0) (U 0) Q) 
iH H iH tH 
H H M M 


0) 

rH 
M 


(U <U d) <l> <u 
H rH iH H iH 
I-l H H M H 


0) 
rH 
H 


<D 
rH 
W 


Q) 

rH 
H 


(U 

rH 
hH 


Q) 

rH 
H 


<u 

rH 
H 


rH 
H 


0) 
H 
H 


rH 
H 


rH 
H 


0) 

rH 
M 


d) 

rH 
H 


Q) 

rH 
H 


(U 
rH 
H 


0) 
rH 
H 


0) 
H 
H 


(U 
rH 
H 


0) 
H 
H 


0) 0) 0 

H H H 


0) 
rH 
H 


rH rH 
H M 


=1 3 ;s ^3 

H H iH rH 

o o a O 


;3 

O 


:3 0 13 ^> 
iH rH H r-l iH 
O O O O O 


^1 
rH 


rH 


?l 
rH 


:3 

rH 


?3 
rH 
CD 


:^ 

rH 


CD 


:3 

rH 
CD 


;3 
H 
CD 


:3 

rH 

CD 


rH 
CD 


:3 

rH 
CD 


rH 

CD 


?J 
rH 
CD 


rH 
CD 


;3 

rH 
CD 


0 
rH 
CD 


rH 
CD 


sJ ;3 0 

H rH rH 

0 CD 0 


:3 

rH 
CD 


rH rH 
0 CD 


>i >i >1 
H i-l iH i-l 

CD O O O 


>i 
rH 
O 


S >i >i >» >. 

rH rH pH rH rH 
O CD O O CD 


rH 
CD 


>» 
rH 
CD 


>1 
rH 
CD 


>1 

rH 
CD 


rH 
CD 


rH 
CD 


H 
CD 


>l 
rH 
CD 


rH 
CD 


rH 

CD 


>1 
rH 
CD 


>t 
rH 
CD 


>i 

rH 
CD 


>i 
rH 
CD 


>t 
rH 
CD 


rH 
CD 


>i 

rH 
CD 


>t 
rH 
CD 


>l S >i 
t-i t-i 

CD CD CD 


>i 

g 


rH rH 

CD CD 


nOE>CDCQ(DO>a9CDtDCO 

&&&&&&&&&& 


(D 
U 


CO 
>t 


CD 
>i 
U 


§. 

u 




§. 


§. 

U 


CO 

& 


CO 

& 


CD 

S 
U 


CO CO CO CO 

&&&& 


CO 

u 


0} 
>i 
U 


CO 
>i 

CJ 


CO 
>1 
U 


OD CO CO CO 09 CO 

&&&&&& 


H H H E-t 


H 


H Jh H H H 
43 ^ 5 S £ 
H H Eh E-» H 




u 

XI 
E-t 


U 


H 




H 


H 






43 

H 


U 


U 


V^ 
43 
H 


43 
H 


U 


IH 




IIS 

H EH H 




u u 

H E-« 


>i >i >i >i 


>i 


S >« >, S 




>i 


>i 


>t 


>. 


>i 


>. 


>i 






>1 




>i 
rH 


>t 

rH 


>i 

rH 


rH 


rH 


rH 


N S S 

rH rH rH 


rH 


rH rH 


rH H rH rH 
O O O O 


iH 
O 


H rH rH rH H 
CD O CD O CD 


rH 
CD 


rH 
CD 


rH 


rH 

CD 


rH 

CD 


fH 

CD 


rH 
CD 


rH 

CD 


rH 
CD 


rH 

a 


rH 

CD 




CD 




CD 


CD 




CD 


CD CD CD 


CD 


CD CD 


0 0 0 0 
M VI M M 
Di p4 di Oi 


s 


p P P P p 

Vi M IH M 
Pn O4 Oi Dj 


u 
a* 


S 

0* 


2 


2 


2 

04 


0 
U 
Oi 


2 

O4 


0 
U 
0* 


2 


2 


2 

On 


2 

O4 


0 
U 
Oi 


2 

Oi 


S 

Ou 


2 

O4 


2 

Oi 


0 
»H 
O4 


000 

VH »H M 
Oi 0< Oi 


2 

Oi 


U U 

Oi Oi 



SrHrHrHrHrHrHrHH tdrHrHrHcHrHHrH ^^ • © 

x<:ri:g3<^3_ Xrf:<rt:rt:<<:'^xri:<ri:<<<g^<d^^rt^rHrH qJ)^ 



xxxxxxx<ri:i<<<<rt:ri:<< ^ 



wo 2005/074575 



106/134 



PCT/US2005/002941 



666666666o66(56o6booooooooooooooooo 
oooooooooooooooooooooooooooooooooo 



n5rHrHrHtdtdnJCtfCtf(0(0rHrjro(D ^ 
HHrHrHHrHHiHi-lfHrHrHrHrHrHrHiHiHi-l (d (d (d (d (d Cd <d (0 TO fdrHHr-jr-jr-H 

'Id'idrt'Id'idnj'IdflJnJnjajmldrtrt 

(8 (d <8 (d (« aJ Id (d id id >d id id id id cd id <5>»^>»>ri^;t'>>'>«>t^ 

id(didn5(d(d(did(d{d(did(d(did(d{d(d(didcd(d(d(d(d(did(d5 
cd<didcdiddaJ(did(d(did(d(d(d<dal(dnJ<did(dTOrofd(dtdmid 

(ua>(i)a)Q)(i)Q)<DQ)a}a}a)0)(i>(i)oaj(i>(DQ)a>o)Q)a)a)(i>a}Q)Q} 



Xaa 


Xaa 


Xaa 


Xaa 


Xaa 


He 


He 


He 


He 


He 


Glu 


Glu 


Glu 


Glu 


Glu 


Gly 


Gly 


Gly 


Gly 


Gly 


Cys 


Cys 


Cys 


Cys 


Cys 


Thr 


Thr 


Thr 


Thr 


Thr 


Gly 


Gly 


Gly 


Gly 


Gly 


Pro 


Pro 


Pro 


Pro 


Pro 



nnnHMMSMHV-iMI-tHIHHHHHHHHHHHHHHHH 

ooooooooooooooooooooooooooooo 



wo 2005/074575 



107/134 



PCT/US2005/002941 



6666666666660666666000000000000000 
OQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ 

0000000000000000000000000000000000 
jocowwco^cocococoww 

XOOD XOOO XOOO XOOO xoooxoo 

0900(0' 0003- CD- 

(OWfflajmHHflJwoaroiQoaiHrttDoaoamractframroro--- .... 



Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


Ala 


(d <d (d (d Id 

^ 3 ^ ^ 3 


Ala 


Ala 


Ala 


Id Id cd 

r-t t-i r-i 
< < < 


Ala 


Ala 


Ala 


Id Id 

3 :^ 


Ala 


Ala 


(didfdididididid 


Xaa' 


(d 
td 
X 


(d 
(d 
X 


cd 


(d 


(d 

^ 


fd 
(d 
X 


cd 
(d 
X 


(d (d (d (d (d 
(d {d (d fd td 
X X X X X 


Id 
(d 
X 


Id 

fd 
X 


Id 
Id 
X 


Id id flS 
id Id Id 
XXX 


Id 
Id 
X 


Id 
(d 
X 


Id 
Id 
X 


Id Id 
Id Id 
X X 


Id 
Id 
X 


Id 
Id 
X 


idididididididrd 
idfdididididfdid 

xxxxxxxx 


.09 CD CO (Q (0 to 

&&&&&& 


09 

& 


OQ a CD CO EO to 03 

&&&&&&& 


09 

d- 


00 09 09 09 

&&&& 


09 

& 


09 
U 


u 


J& 


00 

u 


09 
O 


O9a}09 00QQCD(Da) 

&&&&&&&& 


(d 


(d 


fd 


(d 


(d 

i§ 


(d 


(d 
(d 
X 


« 


(d Id (d (d Id 
id Id Id (d <d 
X X X X X 


Id 
(d 
X 


Id 
Id 
X 


fd 
Id 
X 


(d Id id 
Id Id Id 
XXX 


Id 
Id 
X 


Id 
Id 
X 


fd 
Id 
X 


Id Id 
(d Id 
X X 


Id 
Id 
X 


Id 
Id 
X 


fdidididtdididid 
id(dfd<dfd(dfdid 
XXXXXXXX 






(d 
X 




Id 
X 


Id 
X 




0) 


0) 


0) 


a> 


0) 


(U 


0) 


Q) 0) <U 0) (U 


0) 


Q) 


0) 


0) 0) 0) 
r-i t-i r-i 


0) 
rH 


OJ 
H 


OJ 
rH 


Q) <1) 

rH rH 


0) 
rH 


(U 
H 


(U(u<U(ua)(U(i)0) 

rHrHrHrHiHrHrHH 


t-i 

H 


i-r 

H 


rH 
H 


rH 

H 


H 


rH 
H 


rH 
H 


rH 
H 


rH rH rH rH rH 
H H H H H 


rH 
H 


rH 
H 


H 
H 


H H H 


H 


H 


H 


H H 


M 


M 


MMHMHHHM 


13 




;3 


:3 


?J 




:3 


;3 


:3 Id d ^ ^3 


^1 


0 


;3 


3 ;3 :3 


:i 




:3 

fH 


rH rH 


::i 

rH 


13 
rH 


rHrHrHrHHrHrHrH 


H 
O 


H 


rH 
O 


rH 
O 


rH 

O 


rH 
O 


rH 
O 


rH 
O 


n-i f-i 
O O O O CD 


rH 
CD 


rH 
CD 


rH 
CD 


rH rH rH 
O O O 


CD 


H 
CD 


CD 


O CD 


CD 


CD 


CDCDOCDOCDCDCD 


>t 


>i 








>i 




>* 


>S >, >i >t >t 


>1 


>i 


>t 


>t >i >i 


>i 


>t 


>i 
rH 


S >i 

H rH 


H 


rH 


r-ir-ir-ir-iriirir^r-i 


H 
O 


H 

O 






H 

o 


rH 

O 


c3 


c3 


rH H H rH rH 
O CD CD O O 




rH 
CD 


s 


r-i r-i r-i 

CD CD CD 


rH 

CD 


rH 

CD 


O 


CD CD 


O 


CD 


CDCDCDCDCDCDCDCD 


Cys 


u 


(0 


OQ 
>i 
U 


(0 

u 


CQ 

O 


(D 

& 


& 


CD (Q 09 09 CO 


09 
>» 
U 


CO 
>i 

o 






h 


& 


h 




Thr 




H 




u 




iH 


u 


M k H M 
43 ^ j:^ 5 ^ 
Eh B H B H 


EH 


EH 


Eh 


H H Eh 


H 


XI 
B 




H H 


U 
X) 
H 


M 

XI 


^^XJX!J:5XIX;^ 
HEhEhHHEhEhEh 


>i 




>i 


>1 




>i 






>, S S >i >. 


>i 






>i >H 


>t 

rH 


>i 

rH 


rH 


>. >i 

rH rH 


rH 


rH 


r^ ' r-t r4 r-l r-i 


H 

o 


CD 


rH 

o 


rH 
O 


rH 
O 


rH 
O 


rH 

o 


rH 
O 


rH rH rH rH rH 
CD O CD O CD 


rH 

CD 


rH 

O 


rH 

o 


rH rH rH 

CD CD CD 


CD 


CD 


CD 


O CD 


o 


CD 


CDOCDOCDCDCDCD 


Pro 


S 


8 


s 


s 


2 


8 


8 


0 0 O 0 O 


O 




8 


O O 0 


0 


0 


0 


0 o 


0 
M 


o 
u 


OOOOOOOO 
V4V4V4M»hM1hM 




0« 








04 


^ M }H Vh M 
Pi Di Ot Di Oj 


U 
CU 


1 




M M M 
Oi cu 




M 
0« 




U U 
0* Oi 




Oi 


PiOiPiCUOiOiCIkiDi 



wo 2005/074575 



108/134 



PCT/US2005/002941 



6666666666666666666666OQOOOOOOOOOO 

OQQQQQQ99QQQ99QQQQQQQQQQQQQQ9QQ9SQ 

naaaoooooooooooooooooooooooooooooo 

SmuJUJUjmuJUJLumm 

CO CO S <0 CO cowcocowcocococow 

••"•33^n&&s&&&isiiiaaaaaaaaaaaaaa ^1 

^ ^ ^ ^ ^ "^^ nj Id m 'fd 'rd m «J n5 "(tf m m 2 

1drt«5nJfl3(d(«(d(dn$nJ<0'(dnJ«Jn5m«J nJrtaJnJnJnJtd tdmaJrd ^ ^ ^ ^ ^ 

s s s s s s s s s s s s s s s s s s s s i s s I s I i i I i I s s I 

(U(U(D(U<u(i)(U(u<u(U(i)(u<u<u<u<u(i)0)a)<i)ii)(U(Ba)<ua)(i)<i><u<u<i)(!)ii)«) 

8SSS8S2SSSag22SS2SS2S82SS8SSS2S8Sa 



wo 2005/074575 



109/134 



PCT/US2005/002941 



dddddddoooodoooooooooooooooooooooo 

DQQDQQQQQ9QQQQ9QQQQQQQQQ999QQQ9Q9Q 
aooooooooooooooooooooooooooooooooo 

LUUJUJUjmLULUUjaim 

CD- (OraOQ- OOOQ- 03- " coaioicQaicQ- PPPP?" P 

xC-u^ xuu_xo6'xort^ ^^HH^^-'^ !^^^B- hJ 

(tfcdoratowcQcoaJcnmmtoromramrH^rtrjHrHiHpHrj*^ 

^^<a:<<<<<<<<<<<<< XXXXXXX<< 



cd «d nJ cd nJ id (d <d nJ (d cd <d <d <d td (d SS>iS>^>^S>^>^>«>^>^^ 
(dn5(d(dfd(d(d(dcdcdn}<d(d<dcd(dnJ<dtd<dcd(d(d(d<d(d(0tdcd(d(d(dfd(d 

ldcdrtm(drdtdfdnjcd(d<dtd(dtd(dnJ(d(dain3m(d(d{dfdid(dcdcdm 
(d(d(dmtdrdfd(d(dtd(d(dtd(did«d(d<d(d(d<did(d<d(d(drt<d<^ 

mm<i)(i)(i><ua)(U(U(ua}(ua)(U(U(i)(U(U<U(U(i)Q)a)(U(U(U(ua)<ua)a)<DaJW 

r^H•Hr^lH^^r^^^r^r^r^r^HfHlHHtH^^HlHHr^HfH^^r^r^r^^^r^ 
HHHHHMHHHMMHHHHHHWHHMWHHHHWHHHHMHM 

ooaoSoooooooooooouoooooacDooouuoooo 

^HiHiHrHrHiHrHiHiHrHrH.HHH.HrWiHHHrHHrHpHiH 

OOOOOOOOOOOCDOOOOOCDOOOOOOOOOOOOOCDOO 

ooooooooooooooooooooooooooo ppppppp 
oiai0404aicuoiaiOicii04P4aiOjOi04a4piCkiOiOiD4a40iP«a<P4p<Qia4aiOjOiai 



wo 2005/074575 



110/134 



PCT/US2005/002941 



QQQQQQQDQQOQQQQ9QQQQQQQQQQ999QQ9QS 
SSSSSSSmuJUJUJUJUJUJmujujuj 



3 ^ s i & s I a J § »1 & § i Fs i & f f f °1 & & f f "s 5 & ! 

^njtN>«SN-^«j >,>i>i'!d >i>i - - - ^ >,5^,nm >iN>^f5-3 2>i>i>ig 



Id 



HpHtH><HHHfd(d(d(dHrHHr-»iHrHH XBHHH^ XEhHHHX 



X X X X X 



(d nj »d 
(d (d (d (d 



fd (d (d cd 

rH H i-l tH 
< t!C < < 



m 






CO 




Cy 


(d 
(d 




& 


Id 




X 








td 




m 


Id 




(d 






td 


>i 


X 


U 


U 


X 


u 


>i 


>i 










•H 


fd 


nJ 


fd 


o 


a 


(d 


fd 


Id 






X 


X 


X 


td 




>!• 




>i 


(d 


(d 




rH 


H 


X 


X 


o 


O 


o 


hr 


hr 


hr 


hr 


hr 


H 




H 


H 




n 


QQ 


CQ 


CO 


CQ 


Cy 




U 


cd 


fd 


(d 


(d 


cd 










Al 


(d 


cd 


cd 


td 


cd 


3 


Al 


Al 


rH 


Al 



XXXXOOOOCPO fd- 



td to 

Eh H H - XX 
tdnjcdtdcdtdtd - l.'_'L'L"l*r#,«» 



XXXXOOOOOOOOOUOUUUU ?<;?s?s?s?sps^-^w 

(dtdtdrdtdtdtdtdnJidcdcdcdcdcdcdtdmtd^rt'g'gmgdcd ^® 



Id oj "ij "Id « Id Id «5 "id ""^ S 2 m 3 2 5 td 

COrildCdCdCO td Cdtd td cd id Idcd tdtO td CdrHrHr-jrHrHrHpjrjrHrHiHiHM 

xxxxxxxxxxxxxxxxxx<r=<rt:rf:'^<:rt:<<i<^<'<'^ 



Ala 


Ala 


<d (d td cd 


Ala 


Ala 


Ala 


Ala 


Ala 




cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


& 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


lie 


He 


He 


He 


He 


He 


He 


He 


He 


He 


He 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


to CO 03 


Cys 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 



(dcdcdfdtOfdcdtdcdcdcdcdtdfdcdtdcd 
cooQCQioaioQascQcom 



Xaa 


Xaa 


Xaa 


Xaa 


Xaa 


td Id Id (d (d 
fd cd Id cd (d 
X X X X X 


He 


cu 

H 
H 


0) 
rH 
H 


(U 
rH 
M 


Q) 
rH 
H 


Q) OJ (U <L> <D 

r-i r-\ r-i f^ r-\ 
h-i M h-i M 




:i 


:i 


:3 


?l 


3 ?i ;3 a 

rH rH H H rH 


rH 
CD 


rH 

CD 


rH 
CD 


rH 

CD 


rH 
CD 


CD O CD O CD 


>! 


>i 








>, >. >n S S 


o 


rH 
CD 


3 






r-i r-i t-i r-i 

CD CD CD O CD 


Cys 


§. 

a 








Thr 


u 
XI 


X! 


U 
X! 


x: 

H 


Sh M V4 M 

xj ^ XI x: 

B H E-* H H 


>i 




>i 




>s 


>, >, S >i >n 
rH rH rH rH rH 


rH 

o 


rH 
O 


rH 

CD 


rH 
O 


rH 

CD 


CD CD CD O CD 


Pro 


O 
U 

Ot 


O 


0 

u 

0* 


O 
U 
Ot 


O O O 0 O 
M V4 M M M 
Ot 0* O9 Ot Ot 



4> 



xix:Sx:x:x3xJxifigg^g 

J;T;y;-|.HrHrHHrHrHrHrHrH 

CDCDCDOOCDCDOCDCDCDCDCD 

000000000 poop 

OtOtOtOtOiOtOtOtOtOtOtOtOt 



wo 2005/074575 



111/134 



PCT/US2005/002941 



6666666666666666666660000000000000 

QQQQQQQQQQQQQQQ9Q9QQQQQQQQQQQQQQQ9 
aoaooooooooooooooooooooooooaoooooo 

mw- mm- to- - wioioco- PPP*:^ PP'L Pi "1* 

S^^^S^'Haj « flj CD 10 oiMHH S^rHATH 2 2 2 

^j^xjmm'ftf (d >^>^>^>^>*>^fi^Si&&fifi3&S & 2 2 2 2^^^^^^ 
xxxxoooouo - xxxxoooooo 

XXX£-"HHE-»E-»HHHHH XXXXXHHHHHt-ttHHHtn 

^ ;S ^ * H * H * .2 H « m ffl « « 2 2 2 2 2 g « « * « « g g « g 5, 

^flJnJnJn3ma5"!TJnJaJ nJnS (d <0 aJ(d tti (dnJiflnjaJdJ (d cO cd nJ»dcditf^_|dcd(d 
(dflJcd {dcdid{d<dnj(d(d<d(tf*dcd(d(dtdrt<dcdtdididtdfd <«i^cd(d(d_cd(ded 



(d flj 
(d (d 
X X 


(d 
Id 

X 


td 
(d 
X 


cd 
td 
X 


(d 
(d 
X 


Id 
(d 
X 


(d 
(d 
X 


(d 
(d 
X 


0) 0) 
H H 


0) 
rH 
M 


0) 
rH 
H 


0) 
H 
H 


0) 
rH 
H 


(U 
rH 
H 


0) 

rH 

H 


(U 
rH 
H 


'a 3 


;i 

rH 


:3 

rH 


rH 


H 


;3 

rH 

U 


:3 

rH 


H 


rH H 


rH 


rH 






>t 
rH 


rH 




J? 




CO 

U 


(Q 
>i 
U 


CD 

0 


G9 


CO 

& 


CO 

& 


H 


& 


U 

H 




XI 
H 


M 
XJ 


x; 


M 




rH 


rH 


>i 

rH 


>t 

rH 


rH 


>1 

rH 


rH 
CD 


0 0 

^ U 


0 
M 
Oi 


s 


0 


0 

u 
cu 


u 

Oi 


s 

Oi 


2 



<D<D(D(i)a)(UQ>(uo)a)(i)(i}<D<i)a)(i>o(U(U(i)a)0)(U(i} 

r-irHr-ir-ir-ir-\r-ir-ii-^r^r-ir^r^r^rHrAr-ir-ir^rHr^r-\r-\t-t 
HMHMHHJHHHMHHHHHHHMWHHHHM 



wo 2005/074575 



112/134 



PCT/US2005/002941 



DQQQQQQQQQQ9Q99999QQ9Q999QQQQ9Q9Q9 
r^ne^nnnnnnnncfOOOOOOOOOOOOOOOOOOOOOO 



I I III • S S S s^l'I'tlg^a a a I §S S i 3 S S 3 Jg^g 

S S * !fl S i ^ ^ ^ ^ ^ ^ ^ ^ "fs « « « « "! "5 "> >« >^ >^ ^ ^ >r ^ ^ 

rt « rt rt 'nJ «i "J « b H y y y H !:J y N !^ ^ ^ ^ ^ ^ ^ ^ 

33333333333333333333333333 33333333 



sssssssassssssssagagssssgggssassss 



* 



wo 2005/074575 



113/134 



PCT/US2005/002941 



dddddoddoooooooooooooooooooooooooo 

QQQQQQQQ9QQQQQQ99Q9SQQ99QQQ9QQQQQS 
ooaooooooooooooooooooooooooooooqoo 
ujujujmmujmummmLJummLumijJULummmmmmuJUJUJmmmm 
CO w w CO CO coco cococococowcocococo 

(QCOOQCQCOODOQai- (QCOlOOlGOtOCQ- (DCQCQmcntQ- QQCOUgitO 

6'&&&&&d'S d-^^d-^^l &&&&& 

COHrHiHrHrHi-IH (0 O COi-lHHrHHiH (« CO lOrHiHiHi-li-l OJ 01 ©"HrHiHrH ^ 
U DICDWOIU)- roiOCDCQ- tDtDO}- ..PP*.. 

III ^&&^^ I 

TOrHrHrHrHfdlQroraramrjrjrHldmpmtOCQrHH 

F-» nJrtfnJ- nJcd- nj- 



x)^ ______ 

<dnJnj(dnJaSaJ(d(d(d<didid(d(d(dtdnJ(d(dn3{dnJ(d(d(dn3rd(d(dcd(d|2id 
(d nj Id (d «d <d m (d rd (d nJ <d <d cd <d cd (d nJ nd rd rd nJ (d (d td (d (d (d (d 

{d(dcd<d(d<d<d(d(d(dcd(dcdcd(d(d(dcda5fd(d(d(dtd{d(d(d(d(d(d<dfd|d(d 
rdidnJd(dflJ{d(d(d(dnJnJ(dnJnJ<d<d<d<dnJ(daJ(dfdnStdcdttf«d(qroraqfq 

(U(U(ll<U(Ua)(U(U(U(U<U(UQ><U(l)Q><D(l)(l}(l)(l>(U(l)0)(U(l)(l)(l)Q}d)0)(l>(U(U 

r^Hr^^^l^^^r^H^^Hr^H^^•Hr-^lHr^l^r^r^fHr^^^•-^^H^^r^r^H^^r^H^Hr^ 
HHHHHHHMHHHHHHHHMHHWHHHHHHHHHHHHHH 

Hr^r^.Hr^r^lHr^HHr^HIH^^^^^^^^r^r^H^^Hr^r^Hr^r^r^r-^r^r^^^ 

^^P^HlHl-IHHHH^^HlH^^lHr^r^r^l-^tHHf-^HHHHr^r^Hr^r^r^f-^r^ 

ooooooSooooooooocDooooooooooooooooo 

pHrHiHrHHrHrHrHrHHiMr-«i-^r-4rHrHr-IHi-HrHr-lf-^rHHiHrHHHrHrHiH 

00OO0OCDCD0O0OCD00O0OOC5OO0OOCJO00O0CDO0 

oooooooooooooooooooooooooooooppppp 
pipuOiOif^oi&cuDiPiaiOjcuPiaif^p^p^cuaipjOiOiafaiaiOit^cuojOiaiOiCii 



wo 2005/074575 



114/134 



PCT/US2005/002941 



666606660600606060606 

DQQQQQQQQQQQQQQQQQQQQQOQQQQQQQQQQQ 

aoooooooooooooooooooaooooooooooooo 

S (0 CO W CO CO CO cococococococococo 

:>,>,55(S><>i>i£nJ>^S>i<«>^>i--- >,^j3i^^X!m>i>iS^.f! 

moifljmoaratQ----* P'ddd^PPSP^^dd 
ffuxoucjoosm (6 cd njjax^jux^jUfJrCJrC^arCiu xocjuuu 



fljfljnjflinJnJrtnJtortRj (d fd(d rdcdmmrd«d<dtd<d tfl fdfd ^5J5J5J5J35JS 
af(dn}<d <d nJ <d<d (d *d cd fd td (d <d fdnj td •^/^cdrHHr-jrHrHrHrHijiHi^iH 

xxxxxxxxxxxxxxxxxxxxx«<ri:<rt:rf:<<jrijrtjrt;i<rf;rt^ 

rt«Jrtld(d(didmtdaitd(d(didnJ(d(dnJ<d<d(d(dcdrt5td<did«d2 

(d(dmm<dnJrtmcdm(d(d<d(dnjcdtdn3(d<d<d<d(d(d(drtrt(5<d(55 

><><><><XJ><XXXXXXXXXXXXXXXXXXXXXXXXXXXX 



cua)(i>(i}<i)(i>(U(U 


Q) 


0) 


(U 


(ua)(i)(i}a)<D(i)(i}a)(i)a) 


(D 
iH 


(U Q) 
i-l rH 


0) 
H 


(U 
iH 


0) 0) 0) .0 0) 0) Q) 
iH «-! H rH I-l iH H 


HHrHMiHf-lrHiH 
HHHHMMHM 


t-i 
M 


H 
H 


iH 

M 


rHiHiHHrHrHiHi-liHHi-l 
HHHHHMHHHHM 


H 


M M 


H 


W 


H H H H H M W 




:3 


13 


^ 




:j 




:3 

H 


:i 


^ j3 ;3 0 13 0 
rH H H r-l rH I-l r-l 


r^Hr^^-^^^^Hr^H 

CDCDOOOOOO 


H 


iH 

0 




iHiHiHi-HrHrHHHHrMrH 

OCDOCDOOOCDCDOCD 


CD 


CD 0 


CD 




CD CD 0 CD 0 0 CD 


>,>,>1>1>t>1>i>1 




>t 






>i 

rH 


>1 >i 

r-l i-i 


>i 
H 




S S >i >i >i >i >i 
H H H rH I-l rH iH 


HrHHHt-l#-lrHH 

OOOOC3UOO 


r-J 
U 


H 

u 


H 
CD 


HHr-li-!f-li-iHrHi-lrH»-l 
CDCDCDOOCDCDCDCDCDO 


CD 


CD CD 


CD 


CD 


CD CD CD 0 0 0 0 


(OOOQCOQOCOaUl 

&&&&&&&& 


01 
>i 

u 




(0 

>1 
a 


(OQOIQCQODOOIDIDOQQDCD 

&&&&&&&&&&& 


§. 






(D 
>i 
U 






XI 


s 






U 


n 




1 


^ ^ 




>i 






iHi-lrHrHiHi-IrHi-liHHiH 




iH I-l 






s s >i >i >i >N >i 

r-l iH H rH rH rH rH 


r^HH^^l^^^^-^r^ 

OOOOOOOC5 




i-l 
CD 


CD 


OCDCDOCDOOCDOCDO 




CD 0 


CD 


CD 


CD CD CD CD CD CD CD 


oopppppp 

P1O1D4CUD1O4O4OL1 


S 


S 


S 


0000000 popp 


a 

Q4 


0 0 
u u 

Qt (U 


0 

U 
PU 


S 

04 


0 0 0 0 0 0 p 

V4 U M V4 ^ M M 
0< 0) 0) P4 Ot O4 04 



wo 2005/074575 



115/134 



PCT/US2005/002941 



QQQQDQDQQQDQQOQQQQDQQQQQQQQQQQQQQQ 




^^^Irt to mr^HHrHnJ W lOfHrHrHrt (D (Qr^rHld CD 0)rHTo CD 0)"^ 5 



><X><X><><><><XX><{><><><><><><><><!><><><><^'^^^^^^^^'^ 

3333as!5!s!s!3s!s!3333333333333as!s!333333 



m (d 
X X 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


Xaa' 


(d (d cd 
(d rd (d 
XXX 


Xaa 


Xaa 


Xaa 


(d cd 
(d (d 
X X 


Xaa 


CQ OQ CQ CO CO CO 0) 

&&&&&&& 


QQ 

u 


CO CO 09 


CD 

& 


CO 

u 


CO 

u 


(0 CD 


0) 

u 


0) <!) 
iH rH 
H H 


(U 
rH 
H 


0) 

rH 
H 


Q) 
rH 
M 


0) 
rH 
H 


Q) 
H 
H 


0) 
rH 
M 


(D 0) 0) 
r-^ r-i 
H l-H H 


0) 
rH 
H 


(U 
rH 
l-H 


0) 

rH 
M 


0) CU 
H rH 
H H 


0) 
rH 
H 




;3 




:i 






:3 


^3 ^1 


rH 


rH 


?J 
rH 


rH rH 


:3 

rH 


H 1-1 
O O 


rH 
O 


rH 
U 


rH 
O 


rH 
CD 


rH 

CD 


rH 
O 


H rH rH 
CD CD CD 


CD 


CD 


CD 


CD O 


CD 


>t 


>i 




>i 




>» 




>l >* N 


>1 

rH 


>. 


rH 


>i >l 
H H 


rH 


rH H 

O CD 


rH 

O 


o 


rH 
CD 




rH 

CD 




r-i r-i i-i 

CD CD CD 


CD 




CD 


O CD 


CD 


CD m 


CD 
>t 
U 


CD 

o 


CO 

a 


CO 

u 


CD 
>i 

U 


CO CO CO CO 


& 








H H 


^ 




u 


H 


XI 




^ ^ ^ 

H H H 


a 

H 


H 


H 




u 

Xi 
H 








>i 


>i 




>i 


>i >i >t 

rH rH rH 


rH 


>i 
l-H 


>. 

rH 


rH rH 


>i 

rH 


O O 


H 

o 


rH 
O 


rH 

CD 


rH 
CD 


H 
CD 


rH 
O 


CD CD CD 


CD 


CD 


CD 


CD CD 


CD 


P P 

u u 


2 


O 


8 

Ctt 


2 

CU 


2 

CU 


2 


P P P 
}H M }H 

Oi CU Oi 


2 

a* 


2 

PU 


o 

U 
CU 


0 O 
U U 
CU CU 


2 

CU 



cocomcDCQCQCOcncococQcocQaimcog) 
a)<u(i)<Da)0a}a>o)(U(i)a)Q>a)(i)(U(i) 

4;^;i;5^rHrHrHrHrHrHrHrHrHrHHrH 



oooooooooppp 



wo 2005/074575 



116/134 



PCT/US2005/002941 



6666666666666666666600000000000000 

OQQQQQQQQQQQ9QQQ9QQQ99QQ9Q9QQQQQ9Q 

S ^0000000000000000000000000000000 00 

XOOO XOOO JxiOOO ^^^^^^^^iJ^^^C* 



ldnJidnJnjldldtd(d(did(dcdrdaJcdtd(dcdcd(dcdm<d(^ fao 

s \ s s s s s I s s 1 1 1 s s % I S J i s s s s 1 1 s 1 1 1 1 s 

!xjxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx><;x; 



rd 


nJ 


(d 


(d 


<d 


(d 


rd 


rd 


rd 


rd rd 
rd rd 
X X 


rd 


rd rd 
rd rd 
X X 


rd 


Xaa' 


Xaa' 


Xaa' 


rdrdtdrdrdrdrdrd 
rdrdrdrdrdrdrdrd 

xxxxxxxx 


Xaa' 


Id rd 
(d (d 
X X 


Xaa' 


(d (d rd 
rd rd rd 
XXX 


(d 
rd 


Xa 


rd 
X 


rd 
X 


(d 
X 


rd 
X 


(d 
X 


rd 
X 


rd 
X 


rd 
X 


(d 
X 


rd 
X 


X 


0) CQ CQ CO CO 0} QQ 


D) 

>i 

u 


CO 0} CQ 


CO 

u 


03 CO 


CO 
>i 
U 


CO 

u 


CO 

& 


CO 

>i 
U 


CDCnCDCDCDCQCOCO 


03 

u 


CD CO 


CO 

>i 
u 


CO CO CD 


CO 

>i 
0 


He 


(U 
H 
H 


0) 

r-l 
H 


(U 
1-1 

H 


(U 
iH 
H 


0) 
H 
W 


(U 

rH 
H 


0) 
rH 
H 


rH 
M 


0) 0) 
rH rH 
H M 


0) 
rH 
H 


0) 0) 
rH rH 
JH M 


0) 

rH 
H 


0) 
rH 
H 


rH 
M 


(U 
rH 
H 


(U(U(ua}(U(U(i)<i) 

i-ir-ir-ir^r-ir-ir-{r-i 


rH 


rH H 


0} 
rH 


0) a> (u 

iH H rH 


0) 
rH 
M 




:3 








13 




^1 


:3 










^3 


:i 


:3 


rHrHrHrHrHrHrHrH 


rH 


13 S3 

H rH 


:i 

rH 


:i :s 0 

H rH rH 


rH 


Gl 


H 


I-I 

0 


H 


H 


rH 




rH 


rH 
G 


rH rH 
0 CD 


rH 


rH rH 


rH 


rH 


rH 


rH 


CDCDCDCDCDCDCDCD 






CD 


CD CD CD 


CD 


Gly 


>i 
H 
CD 


>1 

I-I 

0 








§ 






rH rH 

CD 0 




rH rH 


>1 
rH 
CD 






>i 
rH 
CD 


CDCDCDCDCDOCDCD 




fH rH 
0 CD 


>l 
rH 
CD 


>i >* 

fi r-\ 

CD CD CD 




Cys 


0} 

>t 
u 


u 


Q 
>i 


to 
0 


U 


00 

a 


CO 


CO 


CO CD CO CD CO 


CO 

U 


CO 

u 


CO 

a 




s 


Thr 




H 




u 

Xi 
H 




u 

H 


u 

Eh 




U U 
H E-i 




u 

H E-« 


H 


Eh 




XI 

EH 


HEhEhEhEhEhHEh 


x: 

EH 


u u 
XJ 


U 
H 


Eh M H 










>i 


>i 




>i 


S 




>i >« 




>. >i 


>i 


>i 






r-^rHf-ir-^t-ir-^r-^r-^ 


>i 

rH 


rH rH 


S 

rH 


>* >i >t 

H rH rH 






H 


iH 




I-I 


H 


rH 


rH 


rH 


H H 


rH 


rH rH 


rH 


rH 


rH 


CD 


OCDCDCDCDCDCDCD 


CD 


CD CD 


CD 


0 CD CD 


CD 


Pro 


2 


2 


0 
U 
Oi 


2 


2 

04 


Ol 


2 

Oi 


2 

O4 


0 0 

M U 
Q» 04 




P P 
iH U 

O4 0* 


2 

Ol 


2 

Ol 


0 
M 

Oj 


2 

Ol 


oooopppp 

Q1O4O4O4O1OJO4O4 


2 

Ol 


P P 

u u 

Ol Ol 


2 

Ol 


P P P 
M M M 

Ol Ol Ol 


0 
M 
Ol 



wo 2005/074575 



117/134 



PCT/US2005/002941 



OQQQQQQQDQQQQQQQQ9QQQQ9QQQ99QQQ9QQ 

S2SS2SS2S2SS2S2S22SSSSSSSSS2S2SSSS 

h^hhhl ihh\ hil &i i &&&& 

5 1 3 1 1 1 ° ^ ° I & 5 3" S i & & S 5 § 5 1 & i 3 S f { ^ i 

^aaaaaaaaaaaaaaaaaaaaaaaaaaaaSaaaa 



<i)(U(ua)a)(DQ)<ua)a)a)a)a)a>o)(u 

HrHr-*HHrHrHiHHrHiHrHr-lr-l 
^HMHHMHWHHHHHH 



(u<i)<n<i)a)(ua)Q)(ua)<j)a)cu<i)<U(i)(i)<i>o)(i) 

V^HHHHHHHHHHHMMHHHHHH 



wo 2005/074575 



118/134 



PCT/US2005/002941 



6666666666666666666666000000000000 
QQQQQQQQQQQQQQQQQ9QQQQQ99QQ99QQSQQ 

5 5 5 5 a 00000000000000000000000000000 

id 

(d - 
X X X X 



>t(d(d(dtdmHHHH^^^'^^^^'^"^'^fShib3hiyiibyt3y":rt':r<':rt";rt 

oS(dm(d(d55S5^JxJx!^^Xfd(ti cdm(dx^4^^jij:!f545^^ 5522 
XXXXXBHHHHHHHHtH><iXXXXEH^ 

idaacocoaiaicQcflDamtDmrauitQ - - ' 'i, 'I. "l^ ''^ "m 'in %^ ^ u %^ 



(d(d(d(dcd(dnjm(dcd(d(d(d(dtdfdm(d(d(d(d(d(drt_(d(drtrt o 
<dcd(d<daJ<dnJ<d(dtd(didaJnJ(d(dtd<d<drdfd(d(dmmrt(d(^ 

(d Id 
X X 



(d (d 


rd 


(d Id (d 
(d Id Id 
XXX 


cd 
(d 
X 


(d 
(d 
X 


(d (d (d (d cd (d 
(d cd (d (d cd cd 
X X X X X X 


cd cd 
(d Id 
X X 


id 
cd 
X 


(d 
Id 


Cd cd 
Id cd 
X X 


(d 
(d 
X 


(d cd cd cd 
(d <d (d cd 
X X X X 


Cd 
Id 
X 


cd cd 
cd cd 


Cd 
Id 


(d flt nf 
cd ctf cd 


Id (d 
X X 


(d 
X 


X 


X X 


X 


XXX 


CQ (0 CO 


CQtOCOCOCQCOCnQlCQCQCO 


CO m 


DQ 

u 


CQ 

& 


03 CQ 


CO 

l>i 
u 


CO CO CO CQ CO CO Q} 


0) 

u 


CO CO CO 


Q) 0) 


<D 


0) 0 0) 


0) 


0) 


0) 0) 0) a) 0) 0) 


0) 0) 


(U 
H 


0) 
rH 


0) 0) 

rH rH 


<D 
rH 


0) 0) 0) 0) 
H rH H H 


Q) 
H 


<U d) 

rH rH 


0) 
H 


0 0 0) 

rH rH rH 


H H 


i-H 
H 


rH iH iH 

HUM 


rH 
H 


rH 
H 


H H rH rH rH rH 
H H H H H VH 


rH rH 
M H 


H 


H 


H H 


H 


H H H H 


M 


H H 


H 


M H H 




;s 


;3 ;3 J3 


;3 


;i 


:d ?J ?J P 




:d 


J3 
rH 


rH rH 


:3 

rH 


0 =J ;i 0 

rH rH rH rH 


;3 

rH 


d S3 
rH H 


?3 
rH 


0 0 :i 

r-i r-i r-i 


iH H 
0 C5 




rH rH rH 


rH 
C5 


rH 


rH rH rH rH rH rH 

0 0 0 0 CD 0 


rH rH 
0 0 


rH 
0 


0 


0 0 


0 


0000 




0 0 


0 


000 


>i >i 




>. >1 >1 


>. 




>1 >t >1 >1 >i >i 


>i >» 


>t 
rH 


>l 
rH 


N >1 
rH rH 


rH 


>i >» 
f-i r-i 


rH 


>. S 
H rj 


H 


>1 >i S 
rH rH iH 


H H 


rH 


rH fH iH 


rH 


rH 

C5 


rH rH H rH rH rH 
000000 


rH rH 
0 0 


0 


0 


0 0 


0 


0000 


0 


0 0 


0 


000 


(0 CQ 


0) 

u 


CQ CO (0 


CO 


Q) 
U 


COO)CO(Oa9CQCOIDO)Q}(O00 

^ d- 6- &&&&&& & 


CO 

u 


03 0) 10 m 

&&&& 


CO 

u 


(0 EQ ID D9 (0 (0 






5 ^ ^ 

B H H 




U 
XI 


u M Jh Jh ^ 


u 


XJ 


u 
XJ 


u u 




^ ^ V4 M 

JC3 ^ XI x: 


u 






H B E-* 






B 




H H Eh H H H 


H H 


H 


H 


H H 


H 


H H H H 






H 




>i 


>i >i >i 


>i 




S >i >n >i S >i' 




>. 


>. 

rH 


rH rH 


>i 

rH 


>i >i >i N 

r-l f-i 


rH 


rH rH 


rH 


>i >^ >i 

r-i r-i 


iH H 




rH rH i-J 


rH 


rH 


rH rH rH rH rH rH 
000000 


rH H 
0 0 


rH 
0 


0 


0 0 


0 


0000 


0 


0 0 


0 


000 


0! dI 


1 


M k 
CU Oi 


0 
>H 
Oi 


0 
U 


0 0 0 0 0 P 
M M Vl V4 Jh JM 
O4 Qi O4 CU 01 CU 


0 0 
U U 


0 
VI 

cu 


U 
O4 


0 0 

u u 

O4 Q* 


0 
04 


0000 
M M M }H 
01 Cb (Xi 


0 

M 

04 


0 0 

^ b 


0 
U 

Pi 


^ Vh V4 

P4 01 01 



wo 2005/074575 



119/134 



PCT/US2005/002941 



6666666666666666666660000000000000 

QQQQDQOQ9QQQQQQQQQQQQQ9Q9QQQQQQQQQ 
nooooooooooooooooooooooooooooooooo 

10 CQ m CQ 



Urd (d Cd UUUUUCJUCd uuuu^L.^ 

;7(dididioaiai{did(dcQm--'- "d^^^^^SrfT^rf^^^^S 



aitf5rt>>«>«'5*5S>i>i<dcd(d >iO XlOO 

<dmnj(d(dm>.>.>s>.>.N>i>i>^>ixJu^^^xo'cruuo xuCTOO 
td(d(d^d(d(dr^r^r^Hr^lHlHl^lHr^E^_^Jm-^_^^^..ra- ^ 

- ------ - 

nJ<d(d(dfdnJ(d(did<dcdidtd(dmfdHHXHEHEHHHHHrt«rt g 

t^a:<<<<<<<<<<<<<<^^^^ 

lJUUUVJS-l^J^y^V^^^MMV^V^^^^Jcdldcd^dtdaJ^J(d(daJ^d^d(dtdld(d(0 



(d (d 

s! «! 


(d m 


(d 


(d 

5! 


(d 

s! 


<d 
5! 


(d (d 

5! 3 


(d 

rH 
< 


(d 
5! 


(d (d 

s! s! 


(d 

s! 


(d cd 
m <d 
X X 


(d (d <d 
cd (d <d 
XXX 


s 

X 


cd Id 
(d m 
X X 


cd 
cd 
X 


Cd 


m 
Cd 
X 


cd 
cd 
X 


cd cd 
cd cd 
X X 


Id 
Id 
X 


cd cd cd cd 
cd cd cd (d 
X X X X 


rd (d 


(d (d 


fd 


(d 
<d 
X 


(d 
(d 
X 


rd 
rd 
X 


(d (d 
(d (d 
X X 


(d 

^§ 


(d 
(d 
X 


<d (d 
(d cd 
X X 


(d 
(d 
X 


(d td 


cd fd (d 


td 


(d rd 

rH rH 


(d 

rH 


(d 

rH 


cd 

rH 


(d 

rH 


cd (d 

rH rH 


cd 

rH 


<d cd cd cd 

rH 1-i rH r-i 


td (d 
X X 


(d (d 
X X 


(d 
X 


rH rH 


r-i r-i r-\ 
< < < 


rH 


< < 


< 


< 




<: 


< < 


< 


< < < < 


03 m 


to CO U) 

^-^^ 


u 


U 


COCOOlCOCQtOaOCQtOODCQCQCO 


CO 

u 


m CO 


m 
u 


tn 
>i 
u 


CO 

& 


CO 

>1 
u 


CO CO 


CO 

& 


CO CO CO CO 

&&&& 




0) 0) 


Q) 


Q) 


cu 




Q) (U 


Q) 


QJ 


0) 0) 


0) 




(!) 0 Qi 


0) 
rH 


(D 0) 
rH H 


0 

rH 


Q> 
rH 


0) 
rH 


0) 
rH 


0) 0) 

H rH 


Q) 
rH 


0) (U 0 0) 
rH t~i r-i rH 


H H 


iH iH 
H H 


rH 
H 


pH 
H 


rH 


rH 
M 


rH rH 
M H 


rH 
H 


rH 
H 


rH rH 
H M 


rH 
H 


rH rH 
H H 


r-i fi 
H H H 


H 


H M 


H 


H 


H 


H 


H H 


H 


H H IH W 






:3 


:3 


:i 


13 


^ :d 




:i 


0 


!3 




:3 0 :3 

r-{ r-i rH 


:J 

rH 


rH rH 


rH 


;3 

rH 


rH 


:3 

rH 


rH rH 


rH 


:3 0 :s 

rH rH rH rH 


iH H 


H H 




1-4 




rH 


rH rH 


rH 


rH 


rH rH 
CD CD 


H 
CD 


rH rH 
CD CD 


CD CD CD 


CD 


CD CD 


CD 


CD 


CD 


CD 


0 CD 


CD 


CD CD CD 0 




>. >i 


>» 


S 












>t >1 


>^ 




>i S >t 


>1 

H 




>i 
rH 


>l 


>1 

rH 


>i 
rH 


>1 >* 
H rH 


>. 

rH 


>» >i S S 

rH H rH rH 


H H 




H 


iH 


c3 




0 CD 


c3 




ri H 
CD CD 


CD 


0 CD 


d 

CD CD CD 


CD 


CD CD 


CD 




CD 


CD 


CD CD 


CD 


0 CD CD CD 


to 0) 


>i >i 
U U 


QQ 

u 


CO 

>1 
u 


[Q 

u 




CO 09 

u u 


(0 

>1 
0 


(0 

u 


CO 00 

0 u 


(0 

u 


(Q CO 


COCOCDCQIOinOlCD 

&&&&&&&& 


& 










H H 


H 


u 

X! 
H 






u u 

X! X3 
H EH 


H 


XJ 


u u 

H H 


x; 

Eh 




M V4 M 

XI X! x: 

E-t EH H 


U 


u u 

^ XI 
EH Eh 


^ 

Eh 


XI 
Eh 


H 


u 

H 


u u 
xj x: 

H Eh 


Eh 


^ V4 H V4 
XJ XI 5 X3 
H H H EH 














>i S 






>i >i 




>i >i 


S >i N 


rH 


>t 

rH fH 


H 


>i 

rH 


rH 


>i 

rH 


rH rH 


>. 

rH 


>i >i >♦ >i 

rH rH rH rH 


iH r-i 


.H rH 

0 CD 


H 






rH 


H rH 

0 0 


rH 


rH 

a 


rH rH 

CD CD 


rH 

CD 


rH rH 
CD CD 


rH rH rH 
CD 0 CD 


CD 


CD 0 




CD 


CD 


CD 


CD CD 


CD 


0 CD CD CD 


P P 

U U 
Qi 01 


p p 

Qt 04 


S 


s 

04 


S 

CU 


1 


0 0 

M U 
Of Oi 


s 


s 

0* 


S 8 


s 


8 8 

CU cu 


P P P 
M }H M 

CU CU CU 


a 

CU 


0 0 
U U 
CU CU 


CU 


0 


0 


0 

u 

Ot 


U U 
CU Oi 


M 
CU 


0000 
0! CU CU CU 



wo 2005/074575 



120/134 



PCT/US2005/002941 



6666666666666666666666600000000000 

QQQQQQQQQQQQ9QQQQ99QQQQQQQ9QQQQQQ9 
nanaaooooooooooooooooooooooaoaoooo 

CO CO CO CO w wBSSSScocococow 

X ><! fs >i>t>i>t>i 



(d <tf Id (d 
(d (d fl] <d 
X X X X 


cd 
id 
X 


td (d 
(d (d 
X X 


(d 

(d 
X 


(d 
(d 
X 


(d 
cd 
X 


Id 

cd 
X 


(d 
cd 
X 


cd 
(d 
X 


(d 
(d 
X 


cd 
cd 
X 


<d 
cd 
X 


cd 
<d 
X 


cd td 
cd Id 
X X 


cd 
Id 
X 


Id 
Id 
X 


(d (d cd (d 
(d (d (d <d 
X X X X 


(d 
(d 
X 


(d (d 
<d (d 
X X 


(d 
(d 
X 


Id 
Id 
X 


<d 
cd 
X 


(d 
Id 
X 






X 




IS 

X 




u 




1 


(d (d <d (d 

H rH H iH 
< f:]^ < < 


(d 

rH 


(d cd 

rH rH 


(d 

rH 

< 


cd 

rH 
< 


cd 

rH 
< 


cd 

rH 


cd 

rH 
< 


Id 


cd 


(d 


cd 

rH 


(d 

rH 
< 


cd cd 

rH H 
< < 


cd 

rH 


cd 

rH 
< 


tQ (D CO Q} 


CO 

u 


CQ CO 


>1 
0 


CO 

u 


(0 

& 


CQ 

u 


CO 

u 


CO CO 


09 
>. 

u 


CD 

& 


ID 
>i 
U 


CO CO 


CQ 
>i 

u 


CO 

& 


0) 0 0) 0) 

iH H rH rH 
H H H H 


<D 
rH 
H 


(U <D 
rH rH 
H H 


0) 
rH 
H 


0) 
rH 
H 


rH 
M 


<D 

rH 
M 


0) 
rH 
H 


0) 
rH 
H 


(U 
rH 
M 


rH 
H 


0) 
rH 
M 


0) 
rH 


0) 0) 
rH rH 
M H 


(1) 

rH 
M 


0) 
rH 
H 


3 ?J 3 :3 

i-l H iH rH 
0000 


::J 

H 
CD 


rH rH 

CD CD 


?3 
fH 
CD 


:3 

rH 
CD 


rH 
CD 


rH 

CD 


rH 


rH 
CD 


;3 

H 

CD 


0 
H 
CD 


r3 

rH 
CD 


:i 

H 


rH rH 
0 CD 


rH 
CD 


:3 

rH 
CD 


>» >l >i >t 
rH H rH iH 
0 C3 CD CD 


>i 

rH 
CD 


rH rH 

CD 0 


>i 

rH 
CD 


rH 
CD 


>i 
r-H 
CD 


>1 

rH 

CD 


H 
CD 


rH 
CD 


rH 


rH 


>i 
rH 
CD 


rH 


>i >» 
rH rH 
CD 0 


rH 
CD 


>1 
rH 
CD 


CD (0 0) 0) CO GO CD 


CO 

>i 
u 


03 

u 


CQ 

u 


CO 

>1 
u 


CO 


CO 

u 


CD 

u 


CO 

& 


CQ 
>i 


CO 


CD CO CD 00 


^ ^ M >H 

^ ^ ^ 
H H H H 


E-« 




EH H 






}H 

H 


H 


u 

H 


H 




E-t 


H H 


U 


1 


>i S >t >i 

rH rH rH rH 

CD CD CD CD 


rH 
CD 


H rH 

CD U 


rH 


rH 

CD 


rH 

CD 


>, 

rH 

CD 


rH 

CD 


>i 

rH 
CD 


>i 
H 
CD 


>i 

rH 
CD 


>i 

rH 
CD 


>i 
H 


S S 

rH rH 
CD CD 


rH 
CD 


rH 
CD 


P P P P 
p4 pi O4 


2 


P P 
U M 


0 
U 

PU 


0 

U 


0 
u 

Q* 


0 

Of 


2 


U 
Qt 


2 


0 

U 
Qt 


2 


0 
U 
Qt 


P P 
Qt Qt 


2 

Qt 


2 

04 



fdcdtdcdididcdcdcdcdcdcdid 



cdcdcdcdtdcdcdcdcdcdcdcd 

{OCOD0a)COC0CQO3CDCO(DCO 



rHrHrHrHrHrHrHrHrHrHrHrHrH 

OCDCDCDCDCDCDCDCDOCDOCD 



OCDOCDCDOCDCDCDCDCDCDCD 

oooooooooooop 

OtOiOiOiOjOiOiOtOiOiOiOiOi 



wo 2005/074575 



121/134 



PCT/US2005/002941 



ddoddddddodddooooooooooooooooooooo 

QQQQQQQQQQOQQQQQQQgQQQQDQQQQQQQQQQ 
0000000000000000000000000000000000 
mujmnjiMUjujiijm 

CO (f> CO CO CO CO CO CO co^cocococococococow 

m- tocDCQiocQ- lamcDco- tooaoo- oicq- m- - PfPP 



XXXXXXXrf!'<'al<rfI'<'<'<<<<<J<l<'<<<'<*^'=^'*^><>^^'^ 

rtmmmmmmmmmmmmmmmmmmmmmmmmmmmm---- 

mmmmmmmmmmmmmmmm m m 'dmmmmmmmmmmmmmm<5 

mmmmmmmmmmmmmmmmmmmmmmmmmmmmmrHfHiHfH 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxrf:^:^:^!^ 



m 


(d 


(d (d 


Id 


(d 


(d Id 
(d (d 
X X 


(d 


Id cd Id 
Id (d m 
XXX 


Xaa' 


(d 


Id 


Xaa' 


m m 


m m 
Id fd 


(d 
Id 


(d Id m 
id (d Id 
XXX 


m 
m 


m 
fd 


m m m 
Id m Id 

XXX 


Xaa' 


Id m m Id 
Id id Id <d 


(0 
X 


m 

X 


Id Id 
X X 


(d 
X 


Id 
X 


m 

X 


(d 
X 


(d 
X 


m Id 

X X 


X X 


X 


X 


X 


X X X X 


Ala 


m 

r^ 


m m 


m 

iH 

rf: 


m 

rH 
< 


m m 

rH rH 


m 

rH 
< 


m m m 

rH rH rH 
< < < 


m 


m 

H 
< 


m 

rH 


m 

rH 

ri: 


m m 

:^ s! 


m m 

rH rH 


m 

rH 
< 


m m m 

r-\ r-i 

< < < 


m 

rH 
< 


m 

rH 

< 


m m m 

H H rH 

< < < 


m 

rH 
< 


m m (d id 

f-^ r-i r-i 

< < < \i 


Q) CQ CQ CO 
&&&& 


CD 
>i 
U 


CD (0 (0 


(0 

& 


CQ CO CO 


to 
>i 
u 


(0 (0 CO 


(0 CO 

u o 


COCQCOCOCOtOCQCQCDCOCO 


m 
>i 
u 


CO CO CO (0 

&&&& 


He 


rH 
H 


H M 


0) 
rH 
M 


(U 
rH 
H 


(U 0) 
rH rH 
H M 


0) 
rH 
H 


O 0) Q) 

rH rH rH 
H H M 


<u 

rH 
HI 


(I) 

rH 
H 


rH 
H 


0) 
rH 
H 


rH rH 
H M 


0) 0) 
rH rH 
l-H H 


rH 
M 


Q) Q) 0) 
r-i 

M H H 


(U 
rH 
H 


rH 
H 


<U 0) Q) 
r-i r-\ r-\ 
H H H 


0) 
rH 
M 


0) 0) (U Q) 
rH rH H rH 
H M H M 










:3 


^ 0 


;3 


0 d ;3 


=J 


J3 




:3 






:i 

rH 


0 0 ;3 

r-i f-i 


:s 

H 


:3 

H 


:i 0 0 
ri r-i r-A 


1^ 
rH 


0 :3 :3 

rH rH rH rH 


H 

o 


iH 
O 


f-l 1-4 
O O 


rH 
CD 


rH 
O 


rH rH 

CD CD 


H 
CD 


rH rH rH 

CD CD CD 


rH 
CD 


H 
CD 


rH 
CD 


rH 
CD 


rH rH 
O CD 


rH rH 
CD O 


CD 


CD CD CD 


O 


CD 


CD CD O 


CD 


CD O CD O 






>i >i 


>1 








>t >• >1 










H rH 


S >. 
H rH 


>1 
rH 


>i >i >. 
rH rH rH 


>i 


>t 


>t >, >i 
H H rH 


>i 
rH 


>i >1 >1 >t 

rH H H rH 


H 

o 


o 


rH iH 
O O 


rH 
O 


H 
CD 


H rH 
CD O 


rH 
CD 


r-i r-i ft 

CD CD CD 


CD 


H 
CD 


H 
CD 


rH 
O 


CD CD 


O O 


CD 


O O O 






O CD CD 


CD 


CD CD CD CD 


Cys 


>t 
u 


Q} (0 CO 

^^(^ 


(D 

u 


(0 10 m 


09 to (0 OQ 

&&&& 


§. 


(D 
U 


CO (D (S (0 CO 

&&&&& 


?. 

U 


CQ CO CO 
>t >i 

o 6 u 


(0 

u 


0} 

>1 

u 


COCOCDCOCOCOCDOB 
&&&&&&&& 


Thr 


1 


u u 

E-« E-» 


u 


E-« 




H 


lis 

Eh H H 






U 
Xi 




u u 
Xi 
H H 


H H 




H Eh Eh 




1 


^ ^ ^ 

H H H 


H 


^ H Vh 

Xi x: x: 

H Eh EH H 


>i 


s 


>i >i 


>t 


>i 


>, >i 


>i 


>i N >i 










rH rH 


>. >i 

H rH 


rH 


>i S >i 

rH H rH 


rH 


>. 

rH 


>. >i >i 

t-\ f-t 


>« 

rH 


S S >^ >» 

rH rH rH rH 


H 

o 


o 


O O 


rH 
O 


rH 

CD 


rH rH 

a O 


rH 
O 


rH rH rH 

CD CD O 


rH 
CD 


rH 

CD 


rH 
CD 


rH 

o 


O O 


O O 


CD 


CD CD CD 


O 


CD 


O CD CD 


CD 


CD O CD CD 


Pro 


s 


P P 


2 


S 


P P 


2 


p p p 


2 


2 


2 


o 


O 0 
U U 


P P 


2 


0 O 0 
M M ^ 


S 


2 


P P P 

V4 }H }H 


2 


2 2 2 2 


Oi 


u u 

04 Oi 


04 


Oi 


V4 JH 
Oi Oi 


Oi 


M (H M 
Oi Oi Oi 


Oi 


Oi 


Oi 


Ot 


Oi Oi 


Qi 0« 


Oi 


Oi Oi Oi 


Oi 


Oi 


Ol Ol Ol 


Ol 


Ol Ol Ol Ol 



wo 2005/074575 



122/134 



PCT/US2005/002941 



6666666666666666666000000000000000 

QQQQQQQQQOQQQQQQQ999Q9QQ999QQ9QQQQ 
5500000000000000000000000000000000 

cS (0 CO wcowcowwcocojococo J2 52. 52- 

cow- (Dcomw- mwco- PP- " 

H{«cDcorHrHrH(OmiDrHHm(oajrH(dmm«TO-v'v PriridSS?5^^rtS 
><ooo xooo X^'^^>^^^333t)bu m - X ^ ^ ^ _ X ^ 

S 5^ " 'r. ".J T« Id ^ W M V. V. V. y h ^ 

S S S ;3 ^ ^ ^ 5 5 ^ ^ ;3 ,2 ^ .2 ^ ^ ^ ^ ^ ^ ^ ^ '5 g 2 g ^ 

rt(dcdnJfOnJitJn3(CnJ(OnJ«JaJcdaJtO(Cm(dmrttflrjrHHfHfj 

•^•^■^■^'^'^•^'^■^•^■^•^•^■^'^<<<'^<<<<<<<<<<<<<<'^ 

uuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuu 



(d f0 fis (0 
^ (0 (d <d 



Idldrt'cd'JdrtflrtrtnJnJm'^rt'i'rtrt 

(dcdfdaJ{d(d(dn5rddtdn3rt(didaJ(dmnJnj<dmmnJ<daJfdmrdtd(dtd(drt 

(B(U(U(i)<BO)a)<ui!)0)<u(ua)a)a)(U(U(ua)(i)tt)a)a)a)a)<u(uq(i)aja)a)wa) 

f:j;::lSHMMHHHHHMHHMHHHHHHHHHMMHMHHHM 

222SSS8S2aS2S22S222gSS2SS2g22S2g8S 



wo 2005/074575 



123/134 



PCT/US2005/002941 



oooooooooooooooooooooooooooooooooo 

0009099099909999909000999909009090 
ooooooaoooaaooooooooooooooaooooooo 

UJUJUJUJlilLULUUJLULULJJUJLULUUJLlJLlJLUUJUJLULUL^ 



cQCQ- 03- - mraiD- toco- CD- - ooa- w- 

ftf S>ittf nJ >i>i>i(d >i>i<d >»nJ id >i>i<d >i(tf 

X^X XX j^j^Xj^X XX >^-^.^ 

(OtfliHOjCDCQaJa}-- (DrHrHOjCDCDiHnJCDWfljCD-- CQrH<dOQCQfUCQ- 

OU XUOXOmrtf 6 XUU XUUXO(d(d O XUUXCJOJ 

f-HH (drHH tfl (C idCQCDCQrHE-' idrHiHrH (diHrH CdOj flS CDCD CQi-i (diHr-laSid CdtO 

H<d*dn5 cdr-ii-irHi-iHi-iHXHHE-im «o id ojhhhhhh «d (d id cdi-iiHr-irH 
XXXXOOOCDOO xxxxooaoacDXxxxooocD 

^i^jj}^M^4U^V4HV^ldldTord'(dMMMMMJHMMV^-- - - - - - - - - 

(dj:^i3XiJ:J54:i^!^Jq^ (d td rd<d(d^^4:!^^X^^:j:: (d(d (d td (d(d(dcd(d 
XHHHEHBtHHHE-«HXXXXXE-«HHE-»HE-'E-«E-iE-« (d(d (d (d (d(d(d(d(d 

xxxxxxxxx 

CDOaCQCDlDCOCDCOCQCO - - - - - - * - ^ - - - - 

S>,S>>i>>>>>icdfdmcdmajm(drtrtmmm(dnj^MM 
uuu660uuoD(dmm{d(d(d(d(d(dnjdmaj<d(d4:!;c:^xl4::^i5J3Jd 

XXXXXXXXXXXXXXXHHHBHE-«HE-«H 
n$(d<d(d(d(d(d(drdidcau[Q(ncoiQ(acQm(QCQcocaa}cocQcaca(QcaQ9com 

(d(d(d(d{dfd(did(did(d(d(d(d(d(d(dfd(d(d(d(d(d(d(d(d(d(d(d<d(d(d(dcd 

(d(d<d(d<d(d<d(d<did(d(d(d(d(d(d(d(d(d(d(d(dn5(d(d(d(drd(d(d<d(dfd(d 

iHrHrHiHiHrHrHHiHrHiHiHiHrHrHiHrHrHrHHi-lrHiHrHrHrHrHpHiHiHHrHrHrH 



'(d<d(d(dcd(dcd(d(d(dfd 



iH rH 



cococococncococococQCQcococaGQa) 



(u<i)a>(i}(i)(U(u<u(D(i)(U(u<i)(U(i)(ua)(uc} 

HHHrHrHrHrHrHrHHrHrHrHrHrHrHrHrHrH 
HHHHHMMHMHHHHHHHHMH 



f-K r-K 



U U \A U U U U 

A A A Si. A Xi. XX 
H H H Eh £h H H 



000000000000000000000000 
(liOiOiCUOiCUQiOjOiCUOiPiCliCliaiCUOiOiPiOiCUCUOiPi 



Xaa 


Xaa 


Xaa 


Xaa 


xaa 


Xaa 


Xaa 


iS 

X 


(d (d 
(d (d 
X X 


<d 


(d 


<d 


(d 


(d 


(d 


(d 


(d 


fd Id 


rH 
< 


rH 


rH 
< 




rH 
< 


rH 
< 




rH 


rH rH 
< < 


u 


CO CO 


Cys 


CD CQ 


Cys 


Cys 


CD CO 


lie 


He 


He 


He 


He 


He 


He 


He 


0) 0) 

rH rH 
H H 


rH 






rH 


rH 


rH 


rH 


rH 


rH rH 




rH 


rH 






CD 


CD 


CD 


CD a 


S 


















rH 




rH 


rH 
CD 




CD 


s 




rH rH 

CD CD 


Cys 


Cys 


& 


Cys 


Cys 




Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


H H 


>i 








>i 


>i 




>i 




rH 

a 


rH 


rH 


rH 
CD 


rH 
CD 


rH 

CD 


rH 

a 


rH 

CD 


rH rH 

CD 0 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


P P 
0t Oi 



wo 2005/074575 



124/134 



PCT/US2005/002941 



660666666660066606600600600 

9QQQQ9QQQQQQQQQQQQQQ9QQQ9QQSQ5Q9QQ 
oooooooooooooaoooooooooooooooooooo 

C0C0WC/)COWWC0(/5C0C0</)COC0<OC0COC0WC0C0C0(OC/)C0COCOWCOCOW 



(OflJCn-- COrHH»HfHrH(dCOCOrHHrHHnJCD03rHrHrHnJtOCO 

raioaS (Ortojco - - - roiHE^E-*HEH(dr-4fHi-iE-»HH«JrHr-irHHE-«rtrHi-iiH 
•-i(On3nj(0(U(tJmmcoo)iHE-i XHH^tH XHHHH XHHHH 

xxxxxxuuuo, ?dd!SP5S?S?SPd!S5S?S!,5.SJ.!SJ?.5.£f.?.",r< 

rtiHr-4rHr-irHrHiHiHrHiHH<tf- - X 

XOOOOOOOOOO <UrH(ti(d(TJnJ<«nJnS(d<d«JflJfl5aJ - - - - - - 

cDr^<:^3HH»H^^r^r^aJr^r^r^r^r^^ti(dfd(d<«f«p 
5^ij^J^^^^^^^&^ - X^<<<<<X^<^<<^c«cg^mrd^ 
BHHHBHHt^HHH_^»tfm(i}(dmn3{dnj - - - -- -- - 

ioaio5iocoa3ra(flin(n(nrH<X<<<»<<<J<tf«J«J'On3cd(drHrjrHrjr^ 

&&&d'd'&&&&6'6"* xxxxx«x-:<:<<:<«:«; 

ttjajto (0 oj «j(iJ (t5 nj njr-j (d<fl nJ<tf id '^'^'^rlriTi'^'^'^ri'^rjri'd'^ri 

HrHHrH,HrHHHHrHMrtiXXXXXXXX<Cri:4:i<<riJ<*<rt!ri:<<:rt:< 

iHi-lrHrHrHrHi-JrHrHr-JrMrd HJ nj(d OJ (tJCddJ (tfCtfOJ fttnJ OJ (d OJ flJ (OtdCD fljo 

<;<ri:<<ri:<:rt:ri:rt:<xxxxxxxxxxxxxxxxxxxxxxx 

^>i><>i^^^^>i^nJcd nj (tf mm m m m m mmm mmmm m m m i5fS 25 
t^E^t^t^^^HE-'t^E-^t^mmmmmmmmmmmmmmmmmmmmmmrom 

xxxxxxxxxxxxxxxxxxxxxxxx 



mmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmirtnffts 

(U(DOJ<U<Da}(U<U(Da)(IJ<I)(U<D(U(l)0(U(U(I)(D0(U<U<l)O)(UQ)(UQ>a)<D(Ua) 
lHr^r^r^r^r^r^HHl-^H»HfHHr^^^^^t-^Hl-^^^r^Hr^•Hr^r^H^^r-^l-ll-^lHl-l 
HHHMWMHHHHHHHHMHHHHHMHHHHHHHHHMMMH 

pHMr-trHrHHrH«-lfHi-li-4HiHHrHHi-lrHrHr-4rHrH iH . f-l rHrHrHiHrHrHHi-Ti-ir-j 

uooooooooooooooooooooooooooooooooo 

lHfHlHHHl^r^lHr^l-ir^Hr^Hr^r^lHr^lH^^r^r^p^^^l-^r^r^r^ 

OOOOOOOCDOCDOOOOOOOCDOOOOCDOOOOOOOOOOO 

oooooooooooooouooaoooooooooooooooo 
oooooooooooooooooooooooooooooppppp 



wo 2005/074575 



125/134 



PCT/US2005/002941 



6666666666666666666666600000000000 

QQQQQDQQQQQQQQQQQQQQQQQQQQQQ9QQ9QQ 
0000000000000000000000000000000000 
mujujujiymujujujuj 

moaaj- tnio- tn- - ?P?S?^" ^ $ ^ ^ ~^ ^ 

Hr-TmoicQrHnJCDOinJtD - - lO'^'-^'-^•-^^^tn50H^^^^mfflm^^M(5ralOr^ 



iiiTs sss. .-I ^^aai^s^i^ ail ai^rss 

4 ;5 ;2 ;3 ;2 ^ ;S ^ 5 ^ ^ J3 ^ Td m "ns 2 5 S 2 S 2 S S S 2 S S 2 S S S 

S!S!5!<<5!<^<^<<<mrdrdcd^^cdm^ 

(d(d<d<d(d(d(did(Cfl)id(ti 
(d(d(d(d(d(d(d(d<i$id(d(d 

xxxxxxxxxxxx 

(dcd(d(d<d<d(d<d(d(d<d<d 



(dtd(dfd<dtd<dfdtdnJd(d 

a}Cna)QQQ3QQaiB)CQQ}D)CD 



HrHHi-IHrHiHi-ifHrHH 



QQ CO (D 03 



Xaa' 


<d (d <d 

iH rH i-l 
< < < 


Ala 


rd <d (d <d (d n{ (d 

s! s! 3 ^ s! S 


Ala 


(d (d nj 

r-i 

< < < 


rd cd <d (d (d (d 

r-i r-i r-^ t-j 

ri: < < ri: < 


Xaa' 


(d td (d 
(d cd n5 


<d 


(0 (d (d (d (d (d cd 
11} (d (d cd (d (d (0 
X X X X X X X 


n5 
(d 
X 


(d (d (d 
(d (d (d 
XXX 


(d <d (d (d (d (d 
(d <d (d cd flfl <d 
X X X X X X 


Tyr 




E-i 






Ala 


nJ cd nJ 

rH rH iH 

rt: < < 


(d 

H 


(d (d (d (d (d (d (d 

r~i t-i t-i r-i 

< ri: < rf: < < < 


Id 

rH 


(d (d <d 

rH rH rH 

< < ri: 


td cd (d id rd cd 


Cys 


m to QQ 


U 


U) CQ (Q 0) CO CO (0 

&&&&&&& 


CO 

& 


0 CO 00 


CO CO 00 CO OQ m 


0) 


a 0) (U 


0) 


0) <1) d) 0) 0 Q) <u 


<D 


Q) 0) Q) 
rH rH rH 


(U (U 0) 0) 0) (U 
rH rH rH rH rH rH 


H 


iH iH iH 
H H H 


iH 
H 


rH rH rH H rH rH rH 
JH H H H H H M 


rH 
H 


H M H 


IH H H W H H 


;3 


:3 :3 :3 




:i :i 0 0 0 0 0 




13 ^1 
rH rH rH 


d :^ :3 d :3 

rH rH rH rH H H 


rH 


r-i r-i ^ 

0 0 a 


rH 


r-i r-i f-i 

0 0 CD 0 0 0 0 


rH 

CD 


CD CD CD 


CD 0 0 CD 0 CD 


>1 


>1 >1 




>1 >, S >t >i >. >i 


>1 

rH 


>* s s 

rH fH iH 


>, S >t >i >i >. 

i-t r-i fi t-^ 


iH 
CD 


iH H iH 


rH 


r-i i-t r-i r-\ 
CD 0 0 0 0 0 C? 


CD 


CD CD 0 


CD 0 0 0 CD CD 


Cys 


COOQlDCOCQCDCQOOCQCDa} 

&&&&&&&&&&& 


U 


m CO CO 


n OQ (0 D} CD (0 

&&&&&& 


Thr 


M n 

^ ^ ^ 

P Eh H 




^ ^ ^ ^ ^ 1 g 

B Eh E-« H H H H 




B H H 


Eh B Eh B Eh EH 




>. S >i 




>i >i >i 




S S 

rH rH rH 


>t >i >i >i S >» 
rH »H H rH rH rH 


rH 


rH iH rH 


r-l 


f-i r-i t-i r-i r-i t-^ 

0 CD 0 0 CD 0 CD 


iH 


0 CD CD 


CD CD 0 CD CD CD 


8 


P P P 


8 


0000000 

a a M ^^ V4 V4 M 
fy4 O4 Ot Qi Q4 0* Q* 


0 


P P P 
}H M Vl 


0 0 0 0 p p 

V4 M V4 M M V4 


P4 


M M ^ 
Oi 04 Oi 


Oi 


M 

04 


O4 Oi Oi 


04 Oi 0« Ot Oi 0« 



wo 2005/074575 



126/134 



PCT/US2005/002941 



oddddddddddooooooooooooooggoggooog 
QQQQQQQQQQ9Q9QQQQ9QQ9QQ9QQQQ9Q9QQQ 

aoooooooooooooooooooooooaoooaooooo 

0j« Q)« - lOCOtQCQ-' CDOtO- (QCQ- CO- - COOatD- 

>i{d >i<0 n5 >«>i>i>i(tf >i>iNfd >:'/^!S ir^ir^/^lS 

^ h ^ ^ ^ ^h^hbhh%^%%% ^ ^ ^ ^ ^ ^ ^ iiiillll 

ns <d (d (8 Id (d (d 



X X X X X X 

<a<<<<<cdm««cd^^midcdm 

rtaj'fdldrtnJ(d(fl<dnJtdmcd<dcdma$(dm«JnStdn5id(daj«drttdrt 

(dm(dm(drd(d(ddm(d«d(d(d<dnJnJ{did<d(dmmmtdcd»d(dn3(d«J(drt{d 
ldrt'(drt'idm"rdrt'(dmrtldldm"rt^'^5 

(dctf(d(dfdm(d(dd{dcdaJ(dnjnJ(d(dcd(d<dm(d(dcdnjrdnJ(dcd(da[(drtrt 

&&&&&&&&&&&&& & & 

m(ua)a)(U(ua)(uaj<u(Da)(ua)a)<ua)(U(u<ua)<u(U(UQ)(u<ua;(ua}<i>(ua)(u 

;5Hr^r^r^r^r^r^r^^^r^r^r^r^r^r^Hr^r^^^r^r^r^.HrH r^ r^ 

HHHHWHHMWWMHHHHHWMMHMHIHHMWHHHHHMMH 



o CO m 0} 0) u) CO 
S >i >, >i >i >i > 
u u u u u u 6 





0) 


(D 


0) 


(U 


0) 


0) 0) 0) 0) 0) 0) 


0) 
rH 


<u 

rH 


0) 
rH 


d) Q) 

rH rH 


rH 
W 


rH 
W 


rH 
M 


rH 
H 


rH 
H 


rH 
H 


rH rH H rH rH rH 
H H W M M H 


M 


H 


M 


H M 


Pl 






Pl 


;3 


Pl 


j3 p, ;j 3 ;3 13 


J3 
rH 


H 


rH 


rH rH 


rH 
O 


rH 
O 


rH 
O 




rH 

CD 


rH 
CD 


rH rH rH rH rH rH 

CD CD CD CD CD O 


CD 


CD 


CD 


a CD 






S 


>• 


>i 


>l 


S >t S >i >i >i 


>i 




rH 


>i 
rH rH 


H 


rH 
O 


rH 
O 


rH 
CD 


rH 
O 


rH 

CD 


r-\ fi r-i r-\ r-i 

CD O CD CD CD CD 


rH 
CD 


rH 
CD 


O 


CD CD 


Cys 


CO 

U 


(0 00 (0 

&&& 


ID 
>i 
U 




CO 
>i 
O 


m 
>. 
u 


(D 

u 




Thr 








EH 




^ ^ i ^ ^ ^ 

H E-« EH H H H 


Eh 


Eh 


}H 


u u 

H H 


>i 








>1 




>, S >i >i >i >i 


>t 


>i 
H 


rH 


rH rH 


f-i 
o 


rH 
O 


rH 

o 


rH 
O 


rH 

CD 


rH 
CD 


rH H rH rH rH H 

O O CD CD O CD 


rH 
CD 


O 


CD 


CD O 


s 


s 


s 


s 


2 


2 


0 O O 0 0 O 


s 


2 


2 


P P 






0« 






04 


V4 M M M M V4 
Pi p4 Dj Oi Oi Di 




04 


0* 


04 04 



wo 2005/074575 



127/134 



PCT/US2005/002941 



ddoododddobooooooooooooooooooooooo 
zzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzzz 

QQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ 

oooooooooooooooooooooooooooooooooq 
ujujuJLUUJLdmujmmmLULumm 

(ococococococococococowcowcocococowcococococococo 

„^ ^1,^ Ow"- V-^ W"' >— ' «• >^ •W» 'W 'W 'W 'Ni.*' «» ' " ' 

mm- CO- - oiDB- CD- - u- - - 

H!dHHmmma)tom,H(§HrH*(tfm comiomm m m c?----- P^^^^ 

S S S S ^ ^ ^ ^ ^ ^ S S S ^ ^ ^ ^ 2 S 2 2 2 g ^ « « « J 

mmmmmmmmmmmmmmmmmmmmmmmmm(5mm<tjmnj^ 

HMrHrAr^r^riT-ir-ir-\rAr^r~^r^r^r-ir-{r-ir^r-ir-ir-jr-\r-^ 

<u(Da}(u<ua)<u<U(U(U(u<U0a)(U(i><D(D(u<u(UQ)Q)(ua)(U(U(Uoa>(Da)a)Q> 



i-li-lr-IHr-li-lrHrHfHrHrHrHiH 



HHHHMHHHHHHHHHHMHHHMHHHHWHMHHHHWH 
HHr^r^rHlHr^r^r^lHr^r^r^f^r^r^r^rHr^r^r^rH^^^^^^fH^ 

OOOOUOOOOOOOOOOOOOOOCDOOOCDOOOOOOOOO 

S>t>,>iN>,S>nS>*N>i>i>^>,>^>s>,>;iN>iN 

n^HHr^r^^^r^Hr^lH^^l^r^^^^^r^r^r^l-^^^^^r^^^ 

OOOOOOOOOOOOOOOOCDCDOOOOOOOOOOCDOOOCDO 

ooooooooooooooooooooooooop pppppppp 



wo 2005/074575 



128/134 



PCT/US2005/002941 



dodddddddddooooooooo'oooooooooooooo 

OQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ 

ooooooooooooooooooooooaoooooooooqa 

LumLDujujmuJLUUJUJmmLiJ 

toui- m m m to ' qdiqio- inio- to- - ?^Sf*PP" PPP 



(tf(dcfl(d(d(tf«J(tfcd<iJtd td <^ ^ ^ ^ ^ ^ ^ ^, - ' "-^ ' ' z,, ~ 

XXXXXXXXI><><><><XX><><X><><><X><><><^ 

aaaaaaaaaaaasaaaaaaaaaassssasaaaaa 

IDmQICQtDCnnCOCOOSCQCOQaCOGQpOICO 



HHMMHHHHHMHHHHHHHHH 
rHHHrHHHiHrHrHiHHrHHHr-lfHrHrHM 

CDCDC9CDCDG)CDOOOOOCDOOCDOCDO 



(0 to 


m 


nJ nJ nJ (iJ n5 




m 






nJ 

H 




to 

rH 


< < 


rH 
l< 


rH r-4 r-t iH rH 

< ri: < < < 


rH 


rH 


rH 


rH 
< 


< 




ri: 


09 09 


09 

d- 


DO OQ 09 CO CD 

&&&&& 


CQ 
>i 


& 


& 


CQ 

& 


CO 

u 


01 
>i 
u 


CQ 
>i 


(U 0 
H H 

H H 


t-i 
H 


(D CD Q) (U Q) 

rH H H rH rH 
W H M M H 


0) 

rH 
M 


0) 

rH 
H 


(U 
H 
H 


0) 
H 
H 


0) 
rH 
H 


0) 
H 
H 


(U 

rH 

H 




;3 


j3 ^ j3 


;3 




:j 


rH 


rH 


;s 

rH 


rH 


r-l H 

o o 


O 


rH rH rH rH rH 

CD O CD CD CD 


rH 


rH 
CD 


H 

CD 






CD 


CD 




>i 


>, >i S >i >i 




N 


rH 


rH 


rH 


rH 


>i 
rH 


H H 

o o 


H 
CD 


iH fH H rH rH 

CD CD O CD CD 


r-H 

CD 


rH 
CD 


CD 




CD 


CD 


CD 


CO to 


CO Q} to (0 oQ m 


09 
>i 
U 


QQ 
>^ 

a 


U 


00 

a 


ID 00 


§. 

u 


H H 




^ ^ 5 ^ ^ 

H H H H H 




u 




H 




u 


Vh 


>i S 




>i S >i S 


rH 


rH 


rH 


rH 


rH 


H 


>i 

rH 


i-l rH 
O O 


rH 
O 


r-i r-{ rH t-i 

CD CD CD O CD 


CD 


CD 










CD 


8 S 


2 

04 


p p p p p 


S 


0 


2 


2 


2 


0 
M 


0 

M 


Oi 0< 


M V4 M ^ 
Oi O4 P4 Di 




Oi 


0* 


Oi 




Oi 





f-irHrHr^rHrHrHrHf^f-ir^r-jlr^rHr^t-At-^i^rH 

CDCDOCDCDOCDCDCDCDCDCDCDCDCDCDCDCDCD 

ooooooooooooopppppp 

OtQiOiOiOiOiOiOiOiOjOjOtOiOiOjOtOiPiOi 



wo 2005/074575 



129/134 



PCT/US2005/002941 



oooooooooooooooooooooooooooooooooo 

QQQOQDOOQOODOQOQQQOOOQQQQOQQgQOOQO 

aooooooooaooooooaoooooaooooooooooo 

UJlUUJIiJUJLUUJUJLUUJUJLUUJLlJUJUJUJLULUUJIll^ 

wa- 03- " CQCDCQ- mm- ©- - oico- to- 

X^X XX ^ ^ X ^ X XIX .X X 

BDCQi-laJlOCOniai-- COrHr-l<tf(DCOHnJCD(DnJai-- TOrHnjCDCDtOCQ- 

UU XUUXUaJdJ U XUU XOUXUfdfd U XOUXUHJ 

^ ^^jj— — XX"" X 

>,>,rd>,>i--- >t2nJ>i>,>iitJS>t--- ^ >> >? '■^ 

rHrHCtfrHiHCO<d(aa)(n©rHHtTJHrHiHCOrHtH(fl(dnJaiaiTOrH<drHf-laJnJ«JCO 

CDOXOOrt^jt^^^^O^ XOOOXOO^dm>.>,g.OXOOrt(djg^ 



aJ (0 05 «JrHi-lr-li-li-lr-IHXEHHH ftfCO (tS (tfH»-IHi-li-4rH tC td *d (drHi-HiHi-i 



(d 
(d 

X X X X b o o b b o ' ^ ' ' ' X X X X 



n5M^}jM^MV^MVj^tdfd(d(dcdMH^4VjMMMMM - - - - -- -- 

XBBHBHHHHHHXXXXXHHHHHHHHHidcd(didcdm<d(d(d 

X?sXXXXX?s?N 

(OOlCOCOCQCOCQtOCQCD - - - - - - - - - - - - - - - 

s>iSSS>i>i>i>>2'^2222222222222hJ^ybHyiiyH 

UUUUUUUUUU (d (d (d Id Id (d (d id rd id rd id id (d fdJd^,q^,i:5A:5,i1rCj,C 

XXXXXXXXXXXXXXXHHHHHHHHH 

(d(didid(d(d(did(d(d(dfd<d(d(d(d(d(d(d(d(d(d(d(d<dflSnt(d<d(dfdfd(did 

rdtd(d(dfd(didfdidtdida3idid(did(d(d<dnJ(d<dfd(d(didid(d(d(d<d{dfl5fd 
<dfdtdfdid(did(dfdfdnJnJid(d<d(d(drt(didcd(dfd(d<dn5tdtd<d(dtd(d(d{d 

xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxx 

(d(d(d{dtdnjtd<didid(d(did{d(d(d(d<d<d(d(d(d(did(did(dtdidididtd(dcd 



(d (d 


(d 


Id 


(d 


(d (d id cd 


m 


(d 


(didcdidfdidcdidid 


(d (d cd (d 


Id 


rd 


(d(d(d(d<d(d(d(d 


< < 


rH 


rH 
< 


rH 


rH rH rH rH 

rij rfj rf: 3 


rH 


rH 




rH rH rH rH 
< < < < 


rH 
< 


rH 

< 




CO (D 


tn 
U 


u 


GOCOCQCOOQCOOQIDCDCOCOCDCQCQCDmcOCDCDU) 


CO 

>i 
a 


>i 
u 


[QCOCOCQCOCDCQCQ 

&&&&&&&& 


0) 0) 


<u 




0) 


0) 0) QJ Q) 


<u 


OJ 


(1)0Q)(!)(1>(U(U(1>(U 


0) 0) 0) a> 

rH rH rH rH 


0) 
iH 


QJ 
rH 




W H 


rH 


rH 
M 


f-H 
M 


•H iH rH rH 
M H H M 


rH 
H 


rH 
H 


rHrHrHHrHrHrHHrH 














J3 




^> d 0 








d d d d 

rH rH rH rH 




rH 


rHiHrHrHrHHrHrH 


o o 


rH 
O 


rH 
O 


O 


rH rH rH rH 

CD O CD CD 


rH 
CD 


rH 
CD 


HrHrHrHrHrHrHHrH 

OOOCDOOCDOO 


O CD O CD 


rH 
CD 


O 


OCDOCDCDCDCDCD 




>i 


>1 


>1 


>i >i >i 




>i 




>i >i S >i 




>. 




r-l H 
O O 


rH 
U 


H 

o 


rH 
O 


r-i M 

CD CD CD CD 




3 


HrHrHrHrHrHrHrHrH 

CDOCDCDCDOOCDCD 


H rH rH rH 

CD O CD CD 




rH 
O 


OCDOCDCDCDCDCD 




§. 








h 


h 


COtDCOCOaiCDTOCOTO 

&&&&&&&&& 






H 


1 


u 


V4 V4 M 

^ ^ J3 ^ 

H H £h H 


u 
x: 

Eh 


u 
b* 


EhHHEhEhHEhEhH 


u u u u 
si xi x^ 
F S H 


}H 




BHHHHEHHH 


s >, 


>t 


>. 




S S >i S 


>i 


>t 




S >» >i >i 


s 


s 

rH 




rH H 
O CD 


rH 
O 


rH 
O 


rH 
CD 


rH rH rH rH 

CD O CD O 


rH 
CD 


rH 

CD 


rHrHrHrHrHHrHrHrH 

CDCDCDCDCDCDOCDCD 


t-t r-t r-i r-t 

CD O CD CD 


rH 
CD 


CD 


CDCDCDCDCDCDOO 


P P 


0 


s 


a 


0 O O O 


s 


o 

U 


OOOOOOOOO 


O O 0 0 
V4 M V4 V4 


s 


a 


p p p p p p p p 


04 Oi 


u 

04 






^ M V4 V4 
Ot Oi PU Oi 


Oi 






04 Oi Oi Pi 


Pi 







wo 2005/074575 



130/134 



PCT/US2005/002941 



dddddddbdddooooooooooooooooooooooo 

QQQQQQQQQQQQQQQgQQQQQQQQQQQQQgQOQQ 

ooooaooooooooooooooooooooooooooooo 
Ljjujiljmiijijuujujiljijjm 

(oco CO CO CO CO CO CO coco cocococococococococow 

tooJio-- alr^r^^^(dD^cor-^.-^r«mcQr^^JcQm(do3- - m 

(S OXUoJns O XUO XJUU X0UXU(d(d 



u 



luwtdnJtdOCD - - - (niHHHaJrHrHrHHnJrHiHrH(drHiH(tirtfcdWlOmrH 

txlCDCDCDCDCDOCDOOO - - - - - - 

EHHEHEHtHE-«EHE-«BEHH _ ..^...^X 

;3 ;S ;3 H * .3 ^ H H d «< « 2 « « 5 2 2 2 2 2 2 2 2 2 2 2 2 S 2 2 2 "S S 

a a a a a a a a 3 a a a 3 3 a a a 3 a a 3 a a a 3 a a a a a 5 s a a 



^_J-^^^rHlHp^^^^^^^^^lH^^^^r^r^^^I-^r^^^^^ 



rH iH 

< 


rH 
< 


(d 

rH 


flj 

rH 
< 


fd (d 

r-l rH 


(d 

rH 


>i >i 
U U 


& 


u 


(0 

u 


CO 0} 


CO 

>1 
u 


(U 0) 
rH H 
H H 


rH 
M 


0) 
H 
H 


0) 
rH 
l-H 


0) (U 
rH rH 
M H 


(1) 

rH 
M 


rH rH 

CD CD 


rH 
CD 


:J 

rH 
CD 


rH 
CD 


rH rH 
CD CD 


:3 

H 
O 


O CD 


>1 

C^ 


c3 




rH rH 
CD CD 


>« 

s 


D) D] CQ 










H H 


u 


M 
H 


H 






rH rH 
CD CD 


>« 

rH 
O 


S 

rH 
CD 


>i 

rH 
O 


>» >. 

rH rH 

O CD 


rH 
CD 


P P 
(U Oi 


8 

04 


0 

U 

04 


s 

04 


0 O 

u u 

04 04 


s 

04 



^pH^HrHrHHrHrHHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrHrH 

OOCDOCDOCDCDCDCDaCDCDCDCDOOOOOOOOCDCDCD 

oooooooooooooooppppppppppp 

04P4040l0404040l0lp404O4Of04 04 04Ol04 04 O4O4Ol04O4O4O4 



wo 2005/074575 



131/134 



PCT/US2005/002941 



6666666666666666666000000000000000 

OQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQD 

ooooooooooooooooooooooooooaooooooo 

UJUJUJUJUJUJUJUJUJUJU 

(0<0(OCO(OCOtO<OCOWCOCOWWCOCOCO(OCOCOWWCO(OCOCO</)(OCOC^ 



(d 



(0(00!)- cQto- CO- - oato- m- - P" " 

oo(d>i>iOfd>t>iidS<d{d >^tD^>/^'^>:'!5!S /^5r*^52 2S 

(dMM^'--- XXX. 
XHHH(dmm(d^^^^HHr^r^<d<dtd<dHr^f-^HHtdm««5rtmraroraH 

xxxxooooooxxxxooooofdm^mmjd^ssso 
Id a (0 (fljc3j3xiJ3J3j3f!f!x5 « <a 15 m 5 « « 2 2 2^>:'l:'^^2;'^^^^fi 

s s s s s s s s s s s s s ^ ja ^ ^ ^ ^ ^ ^ ^ ^ 1 1 ^ g g g ^ ^ I g j 

X X 

nJr3<dcdnjmaJid(d(dflJ(dtd(dmdmfd(d(d<d(d<d^*2(dg 

(dtd(d(dnj(dcdcd<dmcdtdm(dm(dcdfd(d(d(d(d(d<d(drg<d<d<d 

XXXXXXX><><><><l><i><><><J><><><><><><><><><><><><><><!><>^X 



<dracdcdroflJcdJdroro(ocdra(D(D<Dro(Dn)iDro«}ioro^>ioiuio»oium«uw»u 
(d(d(dnj(d(did(dtd(d(d(d(didcd(d»d(d(d(d(d(d(d<dJd(d(d(d<d(d(d<d(dfd 

aaaaaaaaaaaaaaaaaaaaaaaasaassaaaaa 



Id (d <d (d 

iH iH iH H 

< < < < 


(d 

< 


(d <d (d (d 

r^ H H r-l 

ri: <: rt! rt: 


(d 

H 


cd 

rH 
< 


(d 

rH 
< 


(d (d 


(d (d (d (d 

rH rH rH rH 

< < < ri: 


(d 

rH 


(d 


(d 

H 

<: 


rd fd (d 

M r-i r-\ 

< < < 


(d 


(d 

H 
< 


03 

rH 

ri: 


(d (d fd 

rH rH rH 

ri: ri! < 


(d 

rH 


<d (d (d 

r-i 

< < < 


CDCQlOCncOCQCOCOCQOQQQraQDa) 


TO TO TO TO 


TO 
>i 
U 


TO 
>i 
U 


TO 

& 


TOTOTOTOTOTOTOTOTO 

&&&&&&&&& 


TO 
>. 


TO TO TO 


Q) Q> Q) Q) 
1-i r-i r-i 
H H M H 


r-l 

H 


(U (U (U 0) 
iH i-l H rH 
M H H H 


<u 

H 
H 


H 
H 


Q> 
rH 
H 


0) Q) 
rH rH 
H H 


<U 0) 0) (U 
rH rH H H 
H H H H 


0) 
rH 
H 


rH 
H 


d) 

rH 
H 


0) 0) 0) 
rH rH H 
H H H 


0 

H 
M 


rH 
H 


Q> 
rH 
H 


<U (U <D 
rH rH rH 
H H H 


0) 
rH 
M 


(D (U 0) 
r-\ 

H H H 


:3 ;3 3 


?J 


13 0 J3 ^1 


0 


:3 




0 ;3 


13 :3 ^3 0 








:j :3 0 

rH rH rH 


rH 


:3 

rH 


:3 

rH 


?J ?J 0 
rH H rH 


rH 


?i :3 SJ 

rH rH rH 


iH H iH rH 


r-i 


rH rH rH rH 
0 0 0 CD 


rH 


rH 
CD 


rH 
CD 


rH rH 
CD CD 


rH rH rH H 

CD CD CD a 


rH 
CD 


rH 


rH 
CD 


CD 0 CD 




a 




CD CD CD 


CD 


CD 0 0 


>» N S >i 




>1 >l >l >1 










>1 >1 >t >i 


>1 


>i 
H 


H 


S >i X 
r-i r-i H 


rH 


H 


rH 


S >i >i 

i-i r-\ f-\ 


>t 
H 


>i >i S 
rH rH rH 


i-l i-l i-l r-l 

CD 0 CD CD 


rH 


r^ rH rH rH 

CD CD 0 CD 


H 
CD 


rH 

CD 


rH 
CD 


rH rH 
CD CD 


rH rH rH rH 

CD CD CD 0 


H 
CD 




CD 


0 CD 0 


CD 


CD 


CD 


CD CD CD 




CD 0 CD 


CO 0) Q> to 

&&&& 


TO 
S 
U 


en 00 TO CO 


TO 

u 


Q) 


TO 
>i 
U 


CO TO 


10 (D CO (0 

&&&& 






TO 
U 


CO TO TO 


(D 
>^ 
U 


10 

& 


§. 

u 


TO to TO (0 Q) CD D) 

&&&&&&& 


H H H H 




»H M ^ h 

5 S ^ 

H H H E-» 




u 

EH 


X! 




H H E-t H 




1 




5 ^ ^ 

£h H H 


M 


}H 




H E-» H 




M }H ^ 

x: 4^ 43 

Eh £h H 


>i S >. S 


>^ 


S S >i S 


>i 




>i 


>, >i 


>i >i >t >i 




rH 




>i >i 

rH rH rH 


rH 


rH 


rH 


>i >i >i 

fH rH rH 


rH 


>i >t S 

rH r-i 


iH iH i-l i-J 

CD CD CD CD 


iH 

CD 


rH rH H rH 

CD CD CD CD 


rH 
CD 


rH 


H 
CD 


rH H 
CD 0 


nH rH rH rH 

CD CD CD CD 


rH 
CD 


CD 


rH 


CD CD CD 


CD 


CD 


CD 


0 CD CD 


CD 


CD CD 0 


8 S S S 

Oi Oi O4 


0 


9 P P P 


8 


s 


a 


P P 


0000 


0 
U 


S 


a 


000 

M W Vh 


a 


0 


a 


P P P 
V4 M M 


a 


P P P 

M M M 


Pi 


V4 V4 h ^ 
Ol P4 O4 Ol 




04 






M ^ »H M 
Pi Pi Pi Pj 


Pj 


Pi 


Pj 


Pi p4 Pi 


Pi 


Pi 


Pi 


Pi Pi Pi 


Pi 


Pi Pi Pi 



wo 2005/074575 PCT/US 2005/002941 

132/134 



ddoooooodddooooooooooooooooooooooo 

QQQQOQQQQQDOQQQQQQQQQQDQQQQQQQQQQQ 

0000000000000000000000000000000000 
QuJUJmLummuJLijujujuJLiJLULumujujmujmmmmLiiijJLumm 

COmtQ- CQCD- CQ- - pCO- OJ- - 10- - 

« « ^ ^ 

XXXXOOOCDOOXXXXOOOOO^^^m«^>i>t>iS 

S S (d (d (O^^^^^^i^^ m tc m nj oj cd id td cd d >iS>i>i>i>i>«(>i>i>i 
XXXXXBHHHHHHHH^dtca^<d(d^dm{d(d^J^^H^^r^^^^^^^^^r^^^ 

fln5"(dn5mm"idflj'JdnJ«J*Id'(d'fdHHH ^ 
XXXXXXXXXXXXXXHHHHHHHHEHEHHHEHHt^HBt^Hcd '^o 

^ rjm 

(d(d<d{dtd(dfdtd(daJ<d<dtd<dtd(d(d(dfdfdaJtd(da3(dtdnjtdcdcdcd<d(d ^ ^ 

{dnJ(dcdnJaJtdrd<dn3<dcd{dn3(d(dnJaJ(d(d(drt(d(d(didnJjd(d(dracdfd^ ^ 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXH ta^ 

(d(d(d(d(d(d(d(d(d(d(d(dfdfd(dcd(d(d(d(d(d(d(dcd(d<d(d<d(d(d(d(d(d(d 
id(d{dn5(d(d(d(dcd(d(d(dtdcd(d(d(dn$(d(d(d(d(d{d(d(d(d<d(d{d(d(dcd(d 

(d(d(dcdrd(dcd(d(d(d(d<d<d(d(d(d(d(d(da}(da$(d(d(d(d(d(dfd(d(d(dcdtd 

iMrHrHrHHiHrHiHiHr-jrHr-Ji-ji-jpHrHHrHrH 

(U(U(U(i)a}a}0<u(i)a)a)<u(i)a)a)(i)(i)<i)(ua)(uo)(i)a)a>Q)(UO(UQ>(D(ua)(i) 

rHHf^iHrHrHHHrHiHHHrHr-*iHiHrHr-lrHrHrHrHrHi-lrHi-liHrHHHrH«-lrHi-l 
HHHHMHHHHHHHHHHHHHHMHHHHHHHMWHHHHH 

r^HlHr^HHl^Hr^r^r^HHr^r^r^r^^^^^f^r^H^^r^r^^^r^r^^^ 
r^r^r^r^Hr^^^Hr^r^r^HHlHlHl-^H^^^^r^Hr^^^^^^ 

uuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuu 

^^r^r^^HrHfHr^r^r^f^^^r^p^l^l^r^r^l-lr^r^rHr^l-^r^r^^Hr^^-^r^^^ 

OOOOGOOOOCJOOOOOaOOCDOOOOOOOOOOOOOCDC!) 

gooooooooooooooooooooppppppppppppp 



wo 2005/074575 



133/134 



PCT/US2005/002941 



ooooooooooooooooooooooooooooooooo 

999Q9QQ9999999999999999Q999Q99999 
oaoooooaoaoaooaoooooooaoooooooooo 

ujmiumuujmummujmmmmmmmmmuJUJumLiJLUUJujiiJUJujiiJUJ 

M CO - Oi - CO - - CO - 

^ X XX XX X X ^ 

oQrHiTjcDmaJU)-- coctim-- mitfo)-- 

U XUOXOnJrd UXOttfnJ (Um UXUnJoJ (rfciJ cdctf 

XX XXXX XXXX XX 

C) xxxoffaxxxoatgcditi crxxxocTftfctfcd 5^35 

XXX xxxxxx 

iHrdflJtdnJi-iiHHiHi-ifdnJdnjrdtdaammiQmaJnJaJaJnJCDma) - - - - 

OXXXXOCDOUOm nJ nJ cd m td >t>i>i>i(d (d <d <d <d <d >i>*>ifd(d <d id 

XXXXXXOOaOXXXXXXOOOfd (d (d (d 
---------- XXXX 

(d(d(d(d(d(d(dcd(d(ti>i>«i>^>i?*i>i>i?^J>i- 

(dtdtd(d(d(d<d<dcd(dr-irHiHHiHrHi-tHHrd<dmcd{d{d(d(d(d(dtDa}(Dg) 
XXXXXXXXXXOOOOOOOOOtdtd (d cd (d (d (d rt (d (d >i>t>i>t 

^ ^^XXXXXXXXXXUUUO 

>i>i>i>.SSS>.>i>i>i>i>.>t 

i-HHHHrHHi-IHHrHrHrHrHr-j 

OCDUOOOOOOCDCDOOO 



(d(d(d(dnSfd(d(d(tf(Q(d(d(d(d(d{d(dfd(d 
(d<d<Oid(tf(d<d(dcd(d(dcd(d(d(d(dnt(d(d 

xxxxxxxxxxxxxxxxxxx 



m(DCQ(otou)mu]Q309a>mo)09racQmcQCQtQQQ(ncQncQm(ncQcoQ}coQ)tQ 
uuuuuuouuuuoooouuuuoououuouuuuuuo 
(d(d(d(dn3fd(dfd(d(d(d(d(d(dn[5(d(d(dcd(d(d<d(d(d<dfd(dfd(d(d(d(d(d 

rHHrHrHrHHiHrHrHrHiHrHrHiHrHrHiHrHHrHrHrHiHiHrHrHiHrHiHrHrHrH rH 

(d(d(d(d(d<d(d<did(d(d(d<d(d(d(d(d(d(d(d(d(d(d(d(d(d(d(d<d(d(dcd(d 
td(d(d(d<dfd(d(d(d(d(d(d(dfd(dfdcdcd(d(d(d(d(d(dfd(d(d(d(dfd(d(d(d 

CD inmCQmCD[OCOa>CQCQCOQQa)IQa}ma)(DQ)QQCO(D03(Oa)a]Q}CQOQCOCQCQ 



He 


He 


He 


He 


He 


He 


0) 
H 
H 


He 


0) 0) 0) 
rH H H 
H H H 


He 


He 


d) Q) Q> 
r-i r-\ 
H H H 


He 


0) 0) 
rH rH 
H H 


He 


He 


He 


He 


He 


He 


He 


He 


Q> Q> Q) 
r-i r-i H 
H H H 


He 


He 


He 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


0 d d 
H H rH 
O O O 


Glu 


Glu 


d d d 
r-i r-i r^ 
0 CD D 


Glu 


rH rH 

CD 0 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


Glu 


d d d 
r-i r^ r-i 
0 CD CD 


Glu 


Glu 


Glu 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


S >i 
r-i t-i t-i 

o o o 


Gly 


Gly 


>i S >i 
rH rH rH 
0 0 CD 


Gly 


>i >i 
rH rH 
CD CD 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


>. >i >l 
r-i r-i 
CD CD CD 


Gly 


Gly 


Gly 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


n OQ (0 


Cys 


Cys 


CQ to CD 


Cys 


(0 (0 

d-d- 


0 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


Cys 


CQ 09 CO 


Cys 




Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


M M M 


Thr 


Thr 


IIS 

H Eh H 


Thr 


H Eh 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Thr 


Eh EH EH 


Thr 


Thr 


Thr 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


s >>» s 

rH rH rH 
O O O 


Gly 


Gly 


>i S >i 

r-l rH rH 

CD CD CD 


Gly 


S >i 

rH H 

CD CD 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


Gly 


>i >i >i 

r-i r^ 

CD CD CD 


Gly 


Gly 


Gly 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


0 O O 
M M M 
O4 Oi Oi 


Pro 


Pro 


000 

M V4 V4 
Oi Oi 04 


Pro 


0 0 
U U 
Qi Qi 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


Pro 


P P P 

M ^ V4 
Oi Oi Oi 


Pro 


Pro 


Pro 



wo 2005/074575 



134/134 



PCT/US2005/002941 



o o o o 

OQ0pQ0O05SS52;--0pO X X " ^ 

j2iJ2sS3l2;aS2J!2;j2;__^oo!2;St2;-ooo^ 

PQPQPQPPHHH PPPJ5 H 

HHHHHHHH PPHHH PQQ 

OCOHM PHMHO 

oaaaoooowww ocoh w 

pqWpqpqpqpapqpqwww.aOWPaW OOOco 

C0C0C0CQC0CQCQC0--'^^WWC0CQWOWPaW--' 

UUUUUUOOOOO Kq^ — 

0000000<HHHU OUU UUUU 

HHrfUUUUUHHicC 

pqi<HHHHHH!jqf<HHUHHHrt;>HMH 

aawwWpqpqpqa^wwHCqpqwUPWWW 

uuuuuuouuuouwuauHUOoo 

tHEHHtHEHEHEHHEHEHFHHUEHa4WW>H:i>H 

OOOOOOOOOOOKHjSjPpyPQPP 



p 

H 

a 

CO 



I 



i 

p 

H 

o 

CO 



g § § 

p p p 

H H H 

ex o o 

» pq pq 

CO CO CO 



o o 

S 125 



o 
12; 



p p 

H H 

a a 

pq pa 

CO CO 



p p p 

H H H 

a a a 

« pq » 

CO CO CO 



p p 

H H 

a o 

H pq 



O 
P 



g 

P 

H 



o 
p 

H 



a cx 

pq pq 



CO CO CO CO CO 



U u 

O O 

u u 

>H CO 

6 6 

H H 

W pq 

U O 

Eh H 

2 2 



a u u 

o O CD 

Eh H H 

u u a 



CD a 



§ 

p 

H 



o 
p 

H 



a pq 

W CO 



a a 

-~ pq 



CO 



o o 

IZi S 

P P 

H H 

a a 

H pq 

CO CO 



o o o 

ts: ^2; 12; 

P P P 

H H H 

o o a 

pq pq pq 

CO CO CO 



o o 

p p 

H H 

o a 

pq pq 

CO CO 




a u 

U CD o 
CD Eh Eh 
Eh CJ U 

^ i ^ 

CD 
H 
PQ 
U 



u o 

0 CD 
Eh Eh 

a o 

1 t 



u a 

CD CD 

EH H 

u u 



u 

CD 
Eh 
U 
Q 



O 
U 
H 



9 



9 



CD CD a 



pq pq 

U U 

Eh Eh 

_ CD O 

Qi p4 Qi 



I 

u u u 

H H H 

pq pq pq 

U O O 

EH H Eh 

O CD CD 

CU Oi Pi 



O U 

CD CP 

£h CD 

CD H 

U U 

H H 

cq H 

u a 

EH H 

CD CD 

Pi Pi 



